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-> fil reg; d ide 11 

FILE 'REGISTRY' ENTERED AT 14:18:38 ON 20 MAR 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 19 MAR 2001 HIGHEST RN 328055-05-6 
DICTIONARY FILE UPDATES: 19 MAR 2001 HIGHEST RN 328055-05-6 

TSCA INFORMATION NOW CURRENT THROUGH July 8, 2000 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Structure search limits have been increased. See HELP SLIMIT 
for details . 



LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2001 ACS 
^RN 9000-81-1 REGISTRY 

CN Esterase, acetyl choline (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN Acetyl . beta . -methylcholinesterase 

CN Acetylcholine acetylhydrolase 

CN Acetylcholine esterase 

CN Acetylcholine hydrolase 

CN Acetylcholinesterase 

CN Acetyl thiocholinesterase 

CN E.C. 3.1.1.7 

DR 9026-02-2 

MF Unspecified 

CI M/m 

LC STN Files: AGRICOLA, ANABSTR, BIOBUSINESS, BIOSIS, BIOTECHNO, CA, CABA, 
CAPLUS, CASREACT, CEN, CHEMCATS, CHEMINFORMRX, CHEMLIST, CIN, CSCHEM, 
CSNB, EMBASE, IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MSDS-OHS, NIOSHTIC, 
PROMT, TOXLINE, TOXLIT, ULIDAT, USPATFULL 
Other Sources: EINECS** 

{**Enter CHEMLIST File for up-to-date regulatory information) 

STRUCTURE DIAGRAM IS NOT AVAIL7VBLE *** 

13274 REFERENCES IN FILE CA (1967 TO DATE) 

168 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
13291 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



Searched by Barb O'Bryen, STIC 308-4291 



Jones 09/518408 



Page 2 



=> fil capl; d que 124; fil medl; d que 142; d que 160; d que 144; d que 157; d que 158; 
d que 167; d que 172 

VFILE »CAPLUS* ENTERED AT 16:19:07 ON 20 MAR 2001 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE COVERS 1967 - 20 Mar 2001 VOL 134 ISS 13 
FILE LAST UPDATED: 19 Mar 2001 ( 20010319/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

Now you can extend your author, patent assignee, patent information, 
and title searches back to 1907. The records from 1907-1966 now have 
this searchable data in CAOLD. You now have electronic access to all 
of CA: 1907 to 1966 in CAOLD and 1967 to the present in CAPLUS on STN. 

The CA Lexicon is now available in the Controlled Term (/CT) field. 
Enter HELP LEXICON for full details. 

Attention, the CA Lexicon is the copyrighted intellectual property of 
the American Chemical Society and is provided to assist you in 
searching databases on STN. Any dissemination, distribution, copying, 
or storing of this information, without the prior written consent of 
CAS, is strictly prohibited. 



LI 1 SEA FILE=REGISTRY ABB=ON ACETYLCHOLINESTERASE/CN 

L2 18099 SEA FILE=CAPLUS ABB=ON LI OR ACETYLCHOLINESTERASE OR (ACETYLCH 

OLINE) (W) (ESTERASE OR ACETYLHYDROLASE OR HYDROLASE) OR 
ACETYLTHIOCHOLINESTERASE OR ACETYL .BETA. METHYLCHOLINESTERASE 



L3 


3739 


SEA 


FILE=CAPLUS 


ABB=ON 


L2 (L) INHIBIT7/0BI 


L4 


641751 


SEA 


FILE=CAPLUS 


ABB=ON 


ANIMAL#/CW 


L5 


116 


SEA 


FILE=CAPLUS 


ABB=ON 


L3 AND L4 


L6 


4229 


SEA 


FILE=CAPLUS 


ABB=ON 


DE PRE S S I ON ( L ) MENTAL / CW 


L7 


1849 


SEA 


FILE=CAPLUS 


ABB=ON 


COGNITIVE (L) (DISORDERS OR DYSFUNCTION) 


L8 


76 


SEA 


FILE=CAPLUS 


ABB=ON 


COGNITIVE PROCESSING 


L9 


1072 


SEA 


FILE=CAPLUS 


ABB=ON 


COGNITION/CT 


LIO 


34899 


SEA 


FILE=CAPLUS 


ABB=ON 


MEMORY /CW 


Lll 


2170 


SEA 


FILE=CAPLUS 


ABB=ON 


DISORIENT? 


L12 


4883 


SEA 


FILE=CAPLUS 


ABB=ON 


CONFUS? 


L13 


753 


SEA 


FILE=CAPLUS 


ABB=ON 


SOCIAL? (2A) INTERACT? 


L14 


1516 


SEA 


FILE=CAPLUS 


ABB=ON 


BEHAVIOR (L) SOCIAL/OBI 


L15 


781 


SEA 


FILE=CAPLUS 


ABB=ON 


SLEEP WAKE 


L16 


239 


SEA 


FILE=CAPLUS 


ABB^ON 


SLEEP DISORDERS/CT 


L17 


1488 


SEA 


FILE=CAPLUS 


ABB=ON 


CIRCADIAN RHYTHM/CT 


L18 


10 


SEA 


FILE=CAPLUS 


ABB=ON 


INAPPROPRIATE? (2A) ELIMINAT? 


L19 


12164 


SEA 


FILE=CAPLUS 


ABB=ON 


AGE RELATED 
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L20 24615 SEA FILE=CAPLUS ABB=ON AGING/CW 

L22 934 SEA FILE=CAPLUS ABB=ON COGNITION ENHANCERS/CT 

L23 27 SEA FILE=CAPLUS ABB=ON L5 J\ND { (L6 OR L7 OR L8 OR L9 OR LIO 

OR Lll OR L12 OR L13 OR L14 OR L15 OR L16 OR L17 OR L18 OR L19 
OR L20) OR L22) 

L24 22 SEA FILE=CAPLUS ABB=ON L23 AND PHARMAC7/SC 



FILE 'MEDLINE* ENTERED AT 16:19:11 ON 20 MAR 2001 

FILE LAST UPDATED: 27 OCT 2000 (20001027/UP) . FILE COVERS 1958 TO DATE. 

MEDLINE now contains new records from the former NLM HEALTH STAR 
database. These records have an Entry Date and Update Date of 20010223. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2001 vocabulary. Enter HELP THESAURUS for details. 

The OLDMEDLINE file segment now contains data from 1958 through 1965. 
Enter HELP CONTENT for details. 

Left, right, and simultaneous left and right truncation are available in the 
Basic Index. See HELP SFIELDS for details. 

THIS FILE CONTAINS CAS REGISTRY NUMBERS FOR EASY AND ACCURATE 
SUBSTANCE IDENTIFICATION. 

MEDLINE UPDATES ARE ON HOLD UNTIL AFTER THE ANNUAL RELOAD HAS BEEN 
COMPLETED. NOTICE WILL BE GIVEN ONCE THE RELOAD IS COMPLETED AND 
RELOAD DETAILS WILL BE FOUND IN HELP RLOAD. 



L26 6991 SEA FILE=MEDLINE ABB=ON CHOLINESTERASE INHIBITORS/CT 

L27 825 SEA FILE=MEDLINE ABB=ON ACETYLCHOLINESTERASE/CT ( L) AI/CT 

L28 11280 SEA FILE=MEDLINE ABB=ON COGNITION DISORDERS+NT/CT 

L2 9 34522 SEA FILE=MEDLINE ABB=ON DEPRESSIVE DISORDER+NT/CT 

L30 27623 SEA FILE=MEDLINE ABB=ON DEPRESSION/CT 

L31 8733 SEA FILE=MEDLINE ABB=ON MEMORY DISORDERS+NT/CT 

L32 3892 SEA FILE=MEDLINE ABB=ON CONFUSION+NT/CT 

L33 106363 SEA FILE=MEDLINE ABB=ON INTERPERSONAL RELATIONS+NT/CT 

L34 7657 SEA FILE=MEDLINE ABB=ON SOCIAL ISOLATION+NT/CT 

L35 60 SEA FILE=MEDLINE ABB=ON SLEEP DISORDERS, CIRCADIAN RHYTHM+NT/C 
T 

L3 6 102 SEA FILE=MEDLINE ABB=ON ELIMINATIVE BEHAVIOR, ANIMAL/CT 

L37 144 SEA FILE=MEDLINE ABB=ON (L26 OR L27) AND { (L28 OR L29 OR L30 

OR L31 OR L32 OR L33 OR L34 OR L35 OR L36) ) 

L38 345 SEA FILE=MEDLINE ABB=ON COMPANION ANIMAL# 

L39 6919 SEA FILE=MEDLINE ABB=ON ANIMALS, DOMESTIC/CT 

L40 97071 SEA FILE=MEDLINE ABB=ON CATS/CT 

L41 211309 SEA FILE=MEDLINE ABB=ON DOGS/CT 

L42 0 SEA FILE=MEDLINE ABB=ON L37 AND ( (L38 OR L39 OR L40 OR L41) ) 



L26 6991 SEA FILE=MEDLINE ABB=ON CHOLINESTERASE INHIBITORS/CT 

L35 60 SEA FILE=MEDLINE ABB=ON SLEEP DISORDERS, CIRCJ^DIAN RHYTHM+NT/C 

T 

L3 6 102 SEA FILE=MEDLINE ABB=ON ELIMINATIVE BEHAVIOR, ANIMAL/CT 

L60 0 SEA FILE=MEDLINE ABB=ON L26 AND (L35 OR L36) 
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L27 


825 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L2 8 


11280 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L2 9 


34522 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L30 


27623 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L31 


8733 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L32 


3892 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L33 


106363 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L34 


7657 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L35 


60 


SEA 
T 


FILE=MEDLINE 


ABB= 


=0N 


L36 


102 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L44 


2 


SEA 


FILE=MEDLINE 


ABB= 


=0N 






L32 


OR L33 OR L34 OR 


L35 


L26 


6991 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L2 9 


34522 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L30 


27623 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L32 


3892 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L33 


106363 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L34 


7657 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L35 


60 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L36 


102 


T 

SEA 


FILE=MEDLINE 


ABB= 


=0N 


L45 


4201 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L56 


27 


SEA 


FILE=MEDLINE 


ABB= 


=ON 






L34 


OR L35 OR L36) ) 




L57 


3 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L26 


6991 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L2 8 


11280 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L2 9 


34522 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L30 


27623 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L31 


8733 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L32 


3892 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L33 


106363 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L34 


7657 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L35 


60 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L36 


102 


T 

SEA 


FILE=MEDLINE 


ABB: 


=0N 


L45 


4201 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L46 


18033 


SEA 


FILE=MEDLINE 


ABB: 


=0N 






L33 


OR L34 OR L35 OR 


L36 


L56 


27 


SEA 


FILE=MEDLINE 


ABB: 


=0N 






L34 


OR L35 OR L36) ) 




L58 


10 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L2 6 


6991 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L34 


7657 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L45 


4201 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


:L67 


1 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L2 6 


6991 


SEA 


FILE=MEDLINE 


ABB: 


=0N 


L28 


11280 


SEA 


FILE=MEDLINE 


ABB: 


=0N 



ACETYLCHOLINESTERASE/CT (L) AI/CT 

COGNITION DISORDERS+NT/CT 

DEPRESSIVE DISORDER+NT/CT 

DEPRESSION/CT 

MEMORY DISORDERS+NT/CT 

CONFUS I ON+NT / CT 

INTERPERSONAL RELATIONS+NT/CT 
SOCIAL ISOLATION+NT/CT 

SLEEP DISORDERS, CIRCADIAN RHYTHM+NT/C 

ELIMINATIVE BEHAVIOR, ANIMAL/CT 

L27 AND ((L28 OR L29 OR L30 OR L31 OR 



CHOLINESTERASE INHIBITORS/CT 
DEPRESSIVE DISORDER+NT/CT 
DEPRESSION/CT 
CONFUS I ON+NT /CT 

INTERPERSONAL RELATIONS+NT/CT 
SOCIAL ISOLATION+NT/CT 

SLEEP DISORDERS, CIRCADIAN RHYTHM+NT/C 

ELIMINATIVE BEHAVIOR, ANIMAL/CT 

L26(L) (PD OR AD OR TU) /CT 

L45 AND (L29 OR L30 OR (L32 OR L33 OR 



ANIMAL/CT AND L56 



CHOLINESTERASE INHIBITORS/CT 

COGNITION DISORDERS+NT/CT 

DEPRESSIVE DISORDER+NT/CT 

DEPRESSION/CT 

MEMORY DISORDERS+NT/CT 

CONFUSION+NT/CT 

INTERPERSONAL RELATIONS+NT/CT 
SOCIAL ISOLATION+NT/CT 

SLEEP DISORDERS, CIRCADIAN RHYTHM+NT/C 

ELIMINATIVE BEHAVIOR, ANIMAL/CT i ^-A^ill 9r 

L26(L) (PD OR AD OR TU) /CT -io.hW^-^ ^^^'^^^^^ 
((L28 OR L29 OR L30 OR L31 OR L32 OR 



) (L) (DT OR PC) /CT - ?r.:*iX^^.^-K,| -^r"^ ^ 

L45 AND (L29 OR L30 (L32 OR L33 OR 

=0N L56 AND L46 



CHOLINESTERASE INHIBITORS/CT 
SOCIAL ISOLATION+NT/CT 
L26(L) (PD OR AD OR TU) /CT 
L45 AND L34 



CHOLINESTERASE INHIBITORS/CT 
COGNITION DISORDERS+NT/CT 
Searched by Barb O'Bryen, STIC 308-4291 



Jones 09/518408 Page 5 



L29 


34522 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L30 


27623 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L31 


8733 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L32 


3892 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L33 


106363 


SEA 


FILE=MEDLINE 


ABB= 


=ON 


L34 


7657 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L35 


60 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L36 


102 


T 

SEA 


FILE=MEDLINE 


ABB= 


=ON 


L45 


4201 


SEA 


FILE=MEDLINE 


ABB= 


=0N 


L46 


18033 


SEA 


FILE=MEDIiINE 


ABB= 


=0N 






L33 


OR L34 OR L35 OR 


L3i 


L49 


2143 


SEA 


FILE=MEDLINE 


ABB= 


'ON 


L71 


20 


SEA 


FILE=MEDLINE 


ABB= 


ON 


hi 2 


10 


SEA 


FILE=MEDLINE 


ABB= 


=0N 



DEPRESSIVE DISORDER+NT/CT 

DEPRESSION/CT 

MEMORY DISORDERS+NT/CT 

CONFUSION+NT/CT 

INTERPERSONAL RELATIONS+NT/CT 
SOCIAL ISOLATION+NT/CT 

SLEEP DISORDERS, . CIRCADIAN RHYTHM+NT/C 

ELIMINATIVE BEHAVIOR, ANIMAL/CT 
L26(L) (PD OR AD OR TU) /CT 
((L28 OR L29 OR L30 OR L31 OR L32 OR 
) ) (L) (DT OR PC)/CT 
L45/MAJ 

L45 AND {L30 OR L32 OR L33) 
{L46 OR L49) AND L71 



=> s 144 or 157 or 158 or 167 or 172; fil embase; d que 192; fil agricola caba biosis; d 
que 1128; d que 1118; s 1118 or 1128; fil wpids; d que 1152; d que 1153; d que 1160 

L161 18 •L44 OR L57 OR L58 OR L67 OR L72 



FILE 'EMBASE* ENTERED AT 16:19:51 ON 20 MAR 2001 

COPYRIGHT (C) 2001 Elsevier Science B.V. All rights reserved. 

FILE COVERS 1974 TO 16 Mar 2001 ( 20010316/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L73 29260 SEA FILE=EMBASE ABB==ON CHOLINESTERASE INHIBITOR+NT/CT 

L7 4 967 8 SEA FILE=EMBJVSE ABB=ON COGNITIVE DEFECT/CT 

L75 68057 SEA FILE=EMBASE ABB=ON DEPRESSION/CT 

L7 6 33950 SEA FILE-EMBASE ABB==ON SLEEP DISORDER+NT/CT OR SLEEP WAKING 

CYCLE/CT 

L77 34500 SEA FILE=EMBASE ABB=ON MEMORY+NT/CT 

L78 4825 SEA FILE=EMBASE ABB=ON CONFUSION/CT 

L79 166525 SEA FILE=EMBASE ABB=ON SOCIAL BEHAVIOR+NT/CT 

L80 1004 SEA FILE=EMBASE ABB=ON NOOTROPIC AGENT/ CT 

L81 8362 SEA FILE=EMBASE ABB^ON AMNESIA/CT 

L82 1721 SEA FILE=EMBASE ABB=ON DEFECATION/CT 

L83 6351 SEA FILE=EMBASE ABB=ON MICTURITION/CT 

L85 12 026 SEA FILE=EMBASE ABB=ON COMPANION ANIMAL# OR PET OR PETS 

L86 6394 SEA FILE=EMBASE ABB=ON ANIMAL BEHAVIOR/CT 

L88 13417 SEA FILE=EMBASE ABB=ON ACET ! LCHOLINESTERASE# 

L91 174541 SEA FILE^EMBASE ABB==ON CAT/CT OR DOG/CT 

L92 9 SEA FILE=EMBASE ABB=ON L73 AND ( (L74 OR L75 OR L76 OR L77 OR 

L78 OR L79 OR L80 OR L81 OR L82 OR L83) ) AND (L86 OR L85 OR 
L91) AND L88 



FILE 'AGRICOLA' ENTERED AT 16:19:54 ON 20 MT^R 2001 

FILE 'CABA* ENTERED AT 16:19:54 ON 20 MAR 2001 
COPYRIGHT (C) 2001 CAB INTERNATIONAL (CABI) 

FILE 'BIOSIS' ENTERED AT 16:19:54 ON 20 MAR 2001 
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COPYRIGHT {C) 2001 BIOSIS (R) 



L98 


3696 


SEA 


ACET! LCHOLINESTERASE# (2A) INHIBIT? 


L99 


3394 


SEA 


C0GNITI?(2A) (DEFECT# OR DISORDERS OR DYSFUNCTION?) 


LlOO 


104600 

JL \J ^ \J \J \J 


SEA 


I-/ III ^ 1 \ 111 %J J. 


L102 


62963 


SEA 


MEMORY OR AMNESIA 


L121 


492516 


SEA 


DOG# OR CAT#'OR (PET OR COMPANION) (W) ANIMAL# OR PETS 


L124 


336627 


SEA 


?RESPIRATORY 


L125 


4702 


SEA 


CARDIORESPIRATORY 


L126 


2730 


SEA 


(L124 OR L125) (W) LlOO 


L127 


101870 


SEA 


LlOO NOT L126 


L128 


2 


SEA 


L98 AND (L102 OR L127 OR L99) AND L121 


L98 


3696 


SEA 


ACET ! LCHOLINESTERASE# ( 2A) INHIBIT? 


LlOl 


2515 


SEA 


COGNITIVE PROCESS? 


L103 


23589 


SEA 


DISORIENT? OR CONFUS? 


L104 


14561 


SEA 


SOCIAL? (2A) (INTERACT? OR BEHAVIORS) 


L105 


4821 


SEA 


SLEEP WAKE OR SLEEP (2A) (DISORDERS) 


L106 


337 


SEA 


ELIMINAT? (2A) (INAPPROPRIAT? OR BEHAVIORS) 


L118 


13 


SEA 


L98 AND (LlOl OR (L103 OR L104 OR L105 OR L106) ) 


L162 


15 L118 


OR L128 



FILE *WPIDS' ENTERED AT 16:19:55 ON 20 MAR 2001 
COPYRIGHT (C) 2001 DERWENT INFORMATION LTD 

FILE LAST UPDATED: 17 MAR 2001 <20010317/UP> 
»>UPDATE WEEKS: 

MOST RECENT DERWENT WEEK 200115 <200115/DW> 

DERWENT WEEK FOR CHEMICAL CODING: 200115 
DERWENT WEEK FOR POLYMER INDEXING: 200115 

DERWENT WORLD PATENTS INDEX SUBSCRIBER FILE, COVERS 1963 TO DATE 

»> D COST AND SET NOTICE DO NOT REFLECT SUBSCRIBER DISCOUNTS - 

SEE HELP COST «< 

>» FOR UP-TO-DATE INFORMATION ABOUT THE DERWENT CHEMISTRY 
RESOURCE, PLEASE VISIT 

http : / /www . derwent . com/chemist ryresource/index . html «< 

»> FOR DETAILS OF THE PATENTS COVERED IN CURRENT UPDATES, 
SEE http://www.derwent.com/covcodes.html «< 

L129 172 SEA FILE=WPIDS ABB=ON ACET ! LCHOLINESTERASES ( 2A) INHIBIT? 

L132 31 SEA FILE=WPIDS ABB=0N COGNITIVE PROCESS? 

L134 36 SEA FILE=WPIDS ABB^ON SOCIAL? (2A) (INTERACT? OR BEHAVIORS) 

L136 24 SEA FILE=WPIDS ABB=ON (DEFECAT? OR MICTUR? OR URINAT? OR 

ELIMINAT?) (2A) (INAPPROPRIAT? OR BEHAVIORS) 

L138 110 SEA FILE=WPIDS ABB=ON ( ACET ! LCHOLINE OR (ACET!L(W) ( CHOLINE 

OR THIOCHOLINE) OR ACET ! LTHIOCHOLINE ) ) (W) (ESTERASES OR 
ACETYLHYDROLASE OR (ACETYL HYDROLASE) OR HYDROLASE) 

L139 74 SEA FILE=WPIDS ABB=ON L138 (2A) INHIBIT? 

L151 559 SEA FILE=WPIDS ABB=ON AGE RELATED 

L152 3 SEA FILE=WPIDS ABB=ON (L129 OR L139) AND (L132 OR L134 OR 

.L136 OR L151) 
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L129 172 SEA FILE=WPIDS ABB=ON ACET ! LCHOLINESTERASE# (2A) INHIBIT? 

L138 110 SEA FILE=WPIDS ABB=ON ( ACET ! LCHOLINE OR {ACET!L(W)( CHOLINE 

OR THIOCHOLINE) OR ACET ! LTHIOCHOLINE ) ) (W)" (ESTERASE* OR 
ACETYLHYDROLASE OR (ACETYL HYDROIASE) OR HYDROL7VSE) 

L139 74 SEA FILE=WPIDS ABB=ON L138 (2A) INHIBIT? 

L150 25488 SEA FILE=WPIDS ABB=ON DOG# OR CAT# OR (PET OR COMPANION) (A) 

ANIMAL# OR PETS 

L153 2 SEA FILE=WPIDS ABB=ON (L129 OR L139) AND L150 



L129 
L130 

L131 
L133 
L135 

L137 
L138 



L139 
L158 
L160 



172 
878 

331705 
3908 
1096 

22686 
110 



74 
87246 
6 



SEA FILE=WPIDS ABB 
SEA FILE=WPIDS ABB 
DYSFUNCTION?) 
SEA FILE=WPIDS ABB 
SEA FILE^WPIDS ABB 
SEA FILE=WPIDS ABB 
DISTURBANCE*) 
SEA FILE=WPIDS ABB 
SEA FILE=WPIDS ABB 
OR THIOCHOLINE) OR 
ACETYLHYDROLASE OR 
SEA FILE=WPIDS ABB 
SEA FILE=WPIDS ABB 
SEA FILE=WPIDS ABB 
L131 OR L133 OR LI 



=0N ACET!LCHOLINESTERASE# (2A) INHIBIT? 
=0N C0GNITI?(2A) (DEFECT* OR DISORDER* OR 

=0N MEMORY OR AMNESIA 
=0N DISORIENT? OR CONFUS? 

=0N SLEEP WAKE OR SLEEP (2A) (DISORDER* OR 
=0N DEPRESSION 

=ON (ACET ! LCHOLINE OR (ACET!L(W) ( CHOLINE 
ACET! LTHIOCHOLINE) ) (W) (ESTERJVSE* OR 
(ACETYL HYDROLASE) OR HYDROLASE) 
=ON L138 (2A) INHIBIT? 
=0N ;\NIMAL# 

=ON (L129 OR L139) AND L158 AND (L130 OR 
35 OR L137) 



=> s 1152 or 1153 or 1160 

L163 8 L152 OR L153 OR L160 • 

=> dup rem 1161,1162,124,192,1163 

FILE 'MEDLINE* ENTERED AT 16:20:39 ON 20 MAR 2001 

FILE 'CABA' ENTERED AT 16:20:39 ON 20 MAR 2001 
COPYRIGHT (C) 2001 CAB INTERNATIONAL (CABI) 

FILE 'BIOSIS' ENTERED AT 16:20:39 ON 20 MAR 2001 
COPYRIGHT (C) 2001 BIOSIS (R) 

FILE 'CAPLUS* ENTERED AT 16:20:39 ON 20 MAR 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE *EMBASE' ENTERED AT 16:20:39 ON 20 MAR 2001 

COPYRIGHT (C) 2001 Elsevier Science B.V. All rights reserved. 

FILE 'WPIDS* ENTERED AT 16:20:39 ON 20 MAR 2001 
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[Chief psychiatric problems in old age]..\: \ • 
Die kardinalen psychiatrischen Probleme im Alter. 
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Klinik und Poliklinik fur Psychiatric, Georg-August- 
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A comparison of physostigmine and benzodiazepines for the 
treatment of anticholinergic poisoning. 

Burns M J; Linden C H; Graudins A; Brown R M; Fletcher K E 
Department of Emergency Medicine, Beth Israel Deaconess 
Medical Center, Boston, MA 02215, USA.. 
mburns@caregroup . harvard. edu 

ANNALS OF EMERGENCY MEDICINE, (2000 Apr) 35 (4) 374-81. 
Journal code: 4Z7. ISSN: 0196-0644. 
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Journal; Article; (JOURNAL TVRTICLE) 
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20000605 

STUDY OBJECTIVE: To compare the efficacy and safety of physostigmine with 
benzodiazepines for the treatment of agitation and deliriiam associated 
with anticholinergic poisoning. METHODS: We conducted a retrospective 
study of 52 consecutive patients -referred to a university rhospital 
toxicology consultation service who were treated with physostigmine, 
benzo-diazepines, or both for anticholinergic agitation and delirium. 
Patients treated with physostigmine were compared with those treated with 
benzodiazepines with respect to demographics, severity of poisoning, 
response to treatment, side effects of treatment, and complications. 
RESULTS: Physostigmine controlled agitation and reversed delirium in 96% 
and 87% of patients, respectively. Benzodiazepines controlled agitation in 
24% of patients but were ineffective in reversing delirium. Initial 
treatment with physostigmine (n=30) resulted in a significant decrease in 
the incidence of agitation (P <.001) and level of central nervous system 
stimulation (P <.001), whereas initial treatment with benzodiazepines 
(n=22) did not (P =.03 and P =.05, respectively). Patients treated 

initially with physostigmine had a significantly lower incidence of 
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complications (7% versus 46%; P <. 002) and a shorter time to recovery 
(median, 12 versus 24 hours; P =. 004) than those treated initially with 
benzodiazepines. There were no significant differences between these 
groups in the incidence of side effects (7% versus 14%; P =0.6) and length 
of stay (median, 32 versus 39 hours; P =.15). CONCLUSION: Results suggest 
that physostigmine is more effective and safer than benzodiazepines for 
the treatment of anticholinergic agitation and delirium. A prospective 
controlled study is necessary to confirm such findings. 
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icalissues in c urrent drug therapy for dementiaJ 
Forstnr~~ ^ ' ' " ~" 

Department of Psychiatry and Psychotherapy, Technical 
iversity Mua igh^ Germany,: 



ZHEIMER DISEASE AND ASSOCIATED DISORDERSj_J2a?n^ 



1 SI 

Journal code : ALZ 
United States 
Journal; Article; 
English 

Priority, Journals 
200012 
■200Q12iM 



ISSN: 0893-0341. 



(JOURNAL ARTICLE) 



ementia resulting f yom Alzheimer disease is one of the most prevalent 7 

edicaT probl^ms^^__EjJCU^ 

breatiTtHnt:''oI"'Al2heimer disease do not always take sufficient account of 
the resources available in general practice. The focus on pure -Alzheimer 
disease can be inappropriate for the large proportion of mixed dementia 
cases in old age. Because of such guidelines, treatment with modern and 
effective drugs is often delayed until conservative dementia criteria are 
satisfied. Criteria for the discontinuation of antidementia drugs are 
highly questionable. Antidementia drug sales in Germany demonstrate that 
the majority of prescribers hold on to coRse^stfAti yp atJuJu^ide^^-ajQdLjref p. r 
n i nhgn ]' yi-+y^4-Ts >-w^A= ^ ^ " M "' - ^tG==aee^>v±-cho liji>'Ttr.rnr.r i nhi M Irr *^ 
Disappointment after exaggerated expectations and financial restrictions 
in the health care sector may aggravate current underprescribing of 
antidementia drugs. Even though contemporary symptomatic treatments for 
Alzheimer disease are unsatisfactory, modern medicine has been very 
successful in the early diagnosis and treatment of other potential causes 
of dementia. Future strategies will include models for the early 
identification of individuals carrying a high risk of developing cognitive 
impairment during their lifetime. 
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Donepe zil for psychotrop ic^-i^^dtKied^emQ-ry^losj 
Jacobsen F M; Comas-Diaz L 
Transcultural Mental Health Institute and the Department of 
Psychiatry and Behavioral Services, George Washington 
University School of Medicine, Washington, DC 20036-6043, 

USA. ^ ^ — ' ) 

o3EQtfR NAL--&F--€lJTNXCAL ^ .Y.CHT ATRY-, P_5Laa_jactV 

Journal code: HIC. ISSN: 0160-6689. 
United States 
(CLINICAL TRIAL) 

Journal; Article; (JOURNAL ARTICLE) 
English - . 

Priority Journals 
200001 




BACKGROI TNnjL-Jbonepe zil is an acetyj^cholinesterase inh ibitor marketed ^ 3 
tjreatment of memory loss and behavijpra3==<A^'^i^txr^fcirQji associated wit Iv^ 



. r 

ry^jjoss_a ^ b^^Vg^ ^r^^^gjieriQ^^fcirQji' associated" wit Iv^t he 

"Eetylchoiine aefa^cit of AAztTe^e^^^sT^isease . We- invest igajted.. the utility 
tolerability of donepasrf'^Tn nongeriatric affective illness for 




treatment oi^'sycitS'Eropic- induced memory loss, dry mouth, and 
constipation. METHOD: Nondemented outpatients with stabilized DSM-IV 
affective illness took 5 mg/day of donepezil for 3 weeks and then 
increased to 10 mg/day in open trials. Self-rating scales of target 
symptoms were completed by patients before and 3 to 4 weeks after starting 
each dose condition. , Patients who chose to continue , donepezil therapy 
returned for clinical'mdnitoring every 4 to. 8. weeks .• RESULTS :■. Eleven women 
and il men (mean +/- SD. age =.45.4+/-8.5 years) completed donepezil 
trials. Nineteen patients with memory loss rated improvement while taking 
5 mg/day of donepezil (p<.001); subsequently, 6 rated further improvement 
with 10 mg/day (p = .057).. Donepezil, 5 mg/day, also reduced ratings of 
dry mouth (N = 16; p<.001) and constipation (N = 11; p<..05). Side effects 
included insomnia, nausea, vomiting, and diarrhea; surprisingly, 2 bipolar 
patients became manic within hours of starting donepezil. Sixteen patients 
(72%) continued donepezil for an average of 7 months. Consideration of 
family histories suggested .±hat donepezil response in affective illness 
may be an early indicator of vulnerability to dementia of the -.Alzheimer * s 
type. CONCLUSION: (1 ) tV>pgn^vj_2_j;n ri -r'-^^H ^^^^^-^n^^nKrr^^ dr y m cmth / and 

constipation in nongeriatric affective patients,^ but may trigger mania; 
and (2) long-term follow-up will reveal the predictive value for dementia 
of donepezil * s memory' restoration iri; nongeriatric subjects. 
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Initiating and monitoring cholinesterase inhibitor 
treatment for Alzheimer's disease. 
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14 (4) 244-8-. 

Journal code: COO. ISSN: 0885-6230. 
ENGLAND: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199909 
19990902 



Z7 



WEEKL; 19990902 

Thejvailability of acetylcholinesterase inhibitors for the treatment "fcf 
ATzTieimer's diseas e raises a number of clinical and et lficai que'^t^trni^-r 
narny^f the "guidelines pujolished in an attempt to tackle these questions 
lack either clinical or scientific validity. Against this background a 
model is proposed whereby specialist monitoring using formal tests is 
neither appropriate nor necessary to determine whether an individual 
patient should continue or stop treatment. Instead the primary care 
physician should refer potentially suitable patients for specialist 
assessment to confirm the diagnosis/He/she should then initiate, monitor, 
and discontinue treatment based on the establishment of realistic^ 
treatment goals agreed with the patient/carer at the' outset'. A ^ 
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[I&rug theragy_£tr£te^ies in Alzheimer^^^ disease] . 
st^a^tegXesdes'^t^aitem^^ de la maladie 

d* Alzheimer. 

Lacomblez L - ... . 

Departements de neurologie et pharmacologie, Hopital La 

P^jr^r3re- -La S a l pet r i ' ere ^ — Haxi.s_:_ ' 

p[g]yTOU:ai...£^ 48~1>7) 1913-7 

Journal code: TID . ISSn7oo55=^ 
France 

Journal; Article; (JOURNAL ARTICLE 
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rfiatme- ntg in Al zh eimer ' s disease' include treatmerrr~bT~^~gni 



Impairment knd be^T^\n^raj^jt gnif estatio n^.^^ gepressron, anxiety, 

?±-tt bi u zib) . ' It' uhouIc Fb^ nu fr ed that many non €ogniti - vo "boho - v - i - or - o may hnv ^ 

c^r>mi^_ r*^J,„fi^t-H rtn.c; iindRrl^nng r^pgn i h i ir^. i Tnp;:i.ii=i-rTT^ In' the 'liot' toO distant 

future, physicians can expect to see a variety of medications and 
controversies over the be ne^iJiSa J& i— aluwiiig uv m p tum:^ wxft h c >rer±liiLrigiu =^ 

Alzheimer's disease a^S:e ^^=='^=^"-^*^a =rt ^-4^ — i ^'j-jj i-j r mb a rO— >=^mprg e . 
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Dcme^ez H improves symptoms of delir ium in d^nen^j?^ 
implications for future research. 
Wengel S P; Roccaforte W H; Burke W J 

Department of Psychiatry, University of Nebraska Medical 

Center, Omaha ,68198- 5575, USA ^_^ . 
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Trminyyre-n<Mnp^-U^*j4a^m^^ considerabl 



morbidity. In addition to psychotic symptoms such as hallucinations and 
delusions, delirium may produce considerable agitation, which may be 
refractory to conventional medications such as antipsychotics and 
benzodiazepines. The main approach to delirium is to treat any underlying 
medical problem that could cause the delirium. However, delirium is not 
always reversible, and there is no specific treatment for persistent 
delirium. The authors present a case of delirium complicating a 
preexisting dementia that resolved rapidly following initiation of the 
gSm-i"rTT^s^-i=rr?t§ga5^^ gnggi^gh i ng that cholinergic 

dysfunction may have played a role in the etiology of this patient's 
delirium. Future research needs to be directed at the issue of cholinergi 
activity in delirium through monitoring of serum anticholinergic activity 
and its response to procholinergic therapy. 
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Post S G 

Center for Biomedical Ethics, _£ase Wjes^eiKW^e serve 
University, Cleveland, OH, Uj 

JOURNAL OF CLINICAL ETHICS, \{1998 Spring) ^ (1) 71-80. 
Ref: 47 

Journal code: A9M. ISSN: 1046 
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Journal; Article; (JOURNAL ARTICLE) 
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Trzepacz P T; Ho V; Mallavarapu H 

University of Pittsburgh School of Medicine, Western 
Psychiatric Ins^ttrt-Hte^ ^d Clini c, PA 15213, USA. 
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Journal code: QH4 . ISSN: 0033-3182. 

United States - > 

Journal; Article; (JOURNAL ARTICLE) 

English 

199704 



LI 64 ANSWER 11 OF 71 MEDLINE 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR : 

CORPORATE SOURCE: 
SOURCE : 



96113703 MEDLINE 

96113703 ^ - ^ 

CLotracted Bog?^ Traumatic confusional state treated wijt bJ 
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AB A case study is presented of confusion in a head-injured man, lasting for 
more than 2 years, when i rafe^daaAAi ^in itTM fa Ti i ff fn rt i ff iieCTl P"w4«lri^^ 
in jSi£,QQjs»eFS'S''^'^^'Wp^ 

functions. Aetiological mechanisms and implications for treatment plans 
are discussed. 
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Hollingsworth P 
Department of Pharmacology, 
School, Ann Arbor 48109. 
ES-03490 (NIEHS) 
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Journal code: EN6. ISSN: 0014-2999. 
Netherlands 

Journal; Article; (JOURNAL ARTICLE) 
English 
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University of Michigan Medical 



153 (2-3) 



The specific binding of [3H] clonidine to alpha 2-adrenoceptors on neural 
membranes isolated from various br ain areas was determined with ^rats 
treated for 7-14 days with the ch AJ ' jnBffJi^WUUc ^ ini i li ' LL ' b-Lii i ^^ 



c h< ty 1 1 1 1 L u r!a ' s^^y™»i»iwwe^!fe>i^ 

triorthocresyl phosphate (TOCP) , diisopropylf luorophosphate (DFP) and 
paraoxon, or with vehicle. Treatment with all four inhibitors increased 
the number of clonidine binding sites in various brain areas. In those 
areas which demonstrated significant increases in [ 3H] clonidine binding, 

The possibility is discussed that increases in brain alpha 2-adrenoceptors 
are related to the alterations in mood seen in individuals chronically 
exposed to organophosphorus cholinesterase inhibitors. 
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Actions of cimetidine and ranitidine at some cholinergic 
sites: implications in toxicology and anesthesia. 
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Cimetidind and ranitidine are specific and potent H2-receptor. antagonists 

widely used in the effective therapy of peptic ulcer ' disease . The drugs 

also possess other pharmacological properties unrelated to H2-receptor 

antagonism. More recently large experimental doses of cimetidine or 

ranitidine were found to have anticholinesterase, ganglion blocking and 

neuromuscular blocking activities. Actions of the drugs at such 

cholinergic sites may account for some of their clinically documented 
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adverse effects. The toxicological irr^lications of these findings 
including the potential for drug interactions to occur, especially during 
some anesthetic procedures, are discussed. 
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Drugs as research tools in psychology: 
and aggression. 

Bell R; Warburton D M; Brown K 
NEUROPSYCHOBIOLOGY, (1985) 14 (4) 181-92, 
Journal code: NZM. ISSN: 0302-282X. 
Switzerland 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
English 

Priority Journals 
198609 

A review of studies using cholinergic drugs as tools to investigate the 
neural mechanisms mediating affective and predatory aggressive behaviour 
reveals that the same two cholinergic systems are involved with both sorts 
of behaviour. There is a brain muscarinic system initiating aggression and 
a nicotinic, system which inhibits aggressive behaviour. This evidence 
suggests that there could be two possible forms of cholinergic therapy for 
aggression, cholinolytics and nicotinic agonists. These possibilities are 
discussed. *• - • 
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Journal; Article; (JOURNAL 
General Review; (REVIEW) 
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c-depressive disorder may present^as mania, depression, or 

and there is increasing knowledge of its responsiveness to 
rapeutic agents. In addition a number of drugs may act as 
factors for the disorder. 

71 MEDLINE 

84039559 MEDLINE • 

84039559 

[Ambulatory treatment of depressions without 
tranquilizers] . 

Ambulante Behandlung von Depressionen ohne Tranquilizer. 
Ikonomoff S I 

MMW. MUNCHENER MEDIZINISCHE WOCHENSCHRIFT, (1983 Sep 2) 125 

(35) 749-50. . ; . . . - *- 

Journal code: NMM. ISSN: 0341-3098. 
GERMANY, WEST; Germany, Federal Republic of 
Journal; Article; (JOURNAL ARTICLE) 
German 
198402 



L164 ANSWER 17 OF 71 MEDLINE 

Searched by Barb 0*Bryen, STIC 308-4291 



Jones 09/518408 



Page 15 



ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR : 
SOURCE : 



78202353 MEDLINE 
78202353 

The prevention of postanesthetic delirium. 
Savage G J; Metzger J T 

PLASTIC AND RECONSTRUCTIVE SURGERY, (1978 Jul) 62 (1) 81-4. 
Journal code: P9S. ISSN: 0032-1052. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Abridged Index Medicus Journals; Priority Journals 
197810 

We recommend the use of one dose of physostigmine salicylate, a few 
minutes before the termination of a general anesthetic, to prevent 
confusion, struggling, disorientation, or delirium during the recovery 
from anesthesia. We believe that it is well to prevent such behavior, 
particularly in patients who have just undergone reconstructive surgery 
where the unmanageable behavior could jeopardize surgical results. Our 
results indicate that such behavior is largely preventable. 
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Spatial memory impairment and central muscarinic 
receptor loss following prolonged treatment with 
organophosphates 

McDonald, B. E.; Costa, L. G. ; Murphy, S. D. 
Dep. Environmental Health, SC-34, Uiiiv. Washington, 
Seattle, WA 98195, 

1,988) ^tol^ 40, No. 1, pp. 
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SOURCE: Toxicology Letters, 

47-56. 38 ref. 
ISSN: 0378-4274 
Journal 
English 

Mertfejg^ im pi ^imerFit is one of the recurrent complaints of agricultural 
yjrs f^r°T^ r u.^ . ^ :^^'^<^f4-i^y-*=> v^ «i n c- p. ,-] 1 . fij rr rrrYj^^w^p^:^^ 1 n i loff^^ Jij^i^ g jn an effort 
to establish an animal model for such behavioural effects, which would 
allow study of its underlying biochemical mechanism (s) , spatial memory 
(SM) was evaluated in animals following repeated organophosphate (OP) 
exposure. Male Long-Evans rats were given daily i.p. injections of either 
diisopropylfl^orophosphate_(X^E^ (2 mg/kg/day) 

^o^fcyTaiolinestQrase a ctivity j ^as inhibited 



for 14 ^ _ — ^ 

71-77% iti^jthe cortex^jTiippo campus and striatum of rats, treated /wi th.. 
and 73-74%"~irfrT:Tiosetreated with disulfoton. Binding of [ 3H] quinuclidinyl 
benzilate to cholinergic muscarinic receptors in the same areas was 
reduced 16-28% in OP-treated rats. This decrease was due to a reduction in 
muscarinic receptor density (Bmax)iwith no changes in receptor affinity. 
At the end of the treatment, rats were- tested for SM using the spontaneous 
alternation (SA) task in a T-maze. Rates of true SA were 64.4, 45.0 and 
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44.8% in animals which received corn oil, DFP or disulfoton, respectively 
(P < 0.05). These results indicate that prolonged inhibition of 
acetylcholinesterase caused by repeated OP exposure alters SM 
functions in rats, as well as causing a loss of muscarinic receptors. 
Considering the role of the cholinergic system in cognitive 
processes, these biochemical alterations could be related to the 
observed behavioural changes and may of fer . a potential explanation of the 
memory impairment reported by workers chronically exposed to CPs. 
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ty—a^sociated with 

orrep^zTTTand sertraline therapy. 
Verrico, Margaret M. (1); Nace, David A.; Towers, Adele L. 
(1) Drug Information and Pharmacoepidemiology Ctr., 137 
Victoria Hall, Pittsburgh, PA, 15261 USA 
JournaI^f__the^-American Geriatrics Society, (December, 
^^7ol7_48j,_^^ 12, pp. 1659-1663. print. 
-01102-8614. 
Article 
English 
English 

OBJECTIVE: To describe a case of fulminant hepatitis possibly related to 
concomitant donepezil and seratriline therapy. PATIENT AND SETTING: An 
83-year-old woman treated in a dementia care facility and later in a 
tertiary medical center... INTERVENTION AND MANAGEMENT: Discontinuation of. . 
donepezil and sertraline -^therapy with subsequent .improvement : evidenced; by - 
liver biopsy and liver function tests. RESULTS: An older woman with.- 
Alzheimer's disease i.was ^admitted to a dementia care facility because of 
aggressive behavior. Treatment with sertraline was initiated in February 
1998 . Sertraline doses were increased gradually to 200 mg daily by May 
19 98, and some improvement in behavior was seen. Concomitant therapy with 
donepezil 5 mg qhs was initiated June 26, 1998. Ten days later, 
confusion and jaundice were noted. Total bilirubin was 5.6 mg/dL, 
GGTP was 1208 lU/L, and alkaline phosphatas.e wasf 369 lU/L... Computed 
tomography revealed cholelithiasis without .-ductal .dilation . Liver, spleen, 
and pancreas seemed normal. Donepezil and sertraline were discontinued. 
The patient was admitted to our .institution and treated for dehydration. A 
liver biopsy revealed scattered portal eosinophils and prominent 
cholestasis consistent with acute chemical hepatitis. The GGTP and total 
bilirubin of this patient peaked at 2235 lU/L and 22.6 mg/dL, 
respectively. The patient improved, and her liver function tests 
normalized over the next 2 months. 
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1 BIOSIS COPYRIGHT 2001 BIOSIS 
2000:-474506 : BIOSIS 

PREV200000474506 

X£gatmeivt^_oj£^£^f'^l^e behavior 
witTr"doHepezil : A report o t^"th:ree— case 
Ringman, J. M.; Simmons, J. H. (1) 
(1) Sadler Clinic Sleep Disorder Center, 
^rjyp, Thp ■Woodi ands, TX, 77380 USA 



9201 Pinecroft 



(September 26-, ZOflO^—Vc 



55, No. 6, pp. 



ro^^HTT. print. 
ISSN; 0028-3878. 
Article. 
English 
EnglisJbL- 



Englisji_ 
wfth REM 



eatment "wTth^^^tgr^Se 



behavior disorder whosje nocturnal symptoms were 

^est exas e 

the 



rgpi^yi-g^H Donepezil mav have a xole in 
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treatment of REM behavior disorder, possibly through its actions on 
cholinergic pathways in the brainstem, f 
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SOURCE : 



Lj jitoxi cj gtio nwith huperzii 
found in the fir clu'b"lnoss. 

Felgenhauer, Norbert (1); Zilker, Thomas; Worek, Franz; 
Eyer, Peter 

(1) Toxikologische Abteilung der II. Med. Klinik, Klinikum 
r.d. Isar, TU Muenchen, Ismaninger Str. 22, 81675, 
Muenchen : N . FelgenhauerGlrz . tu-muenchen . de J ^e rm aay^^__ _ 
Journal of Toxicology Clinical Toxicology, [ I Decem beTr^OOO) 

Vol. 38, No. If pp. 803-808. print. — 

ISSN: 0731-3810. 
DOCUMENT TYPE: Article 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB Background: Herbs from Lycopodium are generally reputed to be nontoxic and 
are occasionally used for preparing a salubrious tea. In Europe, the 
common Lycopodium clavatum can be easily confused with 

Lycopodium selago, the fir club moss. Case Report: We report 2 patients 
who drank a tea, erroneously prepared from dried herbs of Lycopodium 
selago, which resulted in sweating, vomiting, diarrhea, dizziness, cramps, 
and slurred speech. These symptoms were suggestive of- a cholinergic 

mer±ran^rsm..-JLo__el^^ — a^eotts-ex-t^aats„oJ^ 

T>yqQpodium _selago were checked for their sus] ;:^ct^d^--antixih £)Ai nest erase / 
actiyjjby usin^-JiumajnL_.exyt hrocytes as an enzyme source in a modified Ellm an 
assay. The extrrajotg^i^^d^^^^ significant anticholinesterase activity} 

The anticholinest^raseTsT^e-^e"*!^ ~ ^ 

dichloromethane and isolated by high-performance liquid chromatography. 
The major compound with anticholinesterase activity co-chromatographed 
with authentic huperzine A, but had a 2-3-fold higher inhibitory potency 
than the racemic standard. The amount of huperzine A found in the 
Lycopodium selago— aafflpjre-used^ f or the ^j=^=^fhzf ffii^f>ftr^ was calculated to be 
sMjffici^a±^_^to-E a Lr^i^YarT^^^acety^ 

/^hi£i^ionj_j;;onclusion: The signs'-amT'symptroms of Lycopodium 
setagc-^poisoning are consistent with the anticholinesterase activity of 
huperzine A and should favorably respond to atropine therapy. This report 
demonstrates once more that laymen should not be encouraged to gather 
their remedies from "Mother Nature" without advanced botanical knowledge. 
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ilinical profile of done pezil in the treatment of 
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(1) Baylor Coll. Med., Dep. Neurology, 6550 Fannin, Ste 
1801, Houstorr;_TX ^77030-3498 USA 

Gerontold^y^ ( Jan.T" 1999) vAl . 45, No. SUPPL. 1, pp. 23-32. 

ISSN: 030?^^32TiX^ ■ — ~ — ' 

General Review 
English 



DOCUMENT TYPE: 

LANGUAGE: ^ —7— ~ 

AB Although the underlying pathogenesis of fi lzheime rVs disease (AD) ijS not 
fully underst.ood^^_onpec:g^-^ to Ko y_:fea3aaj; f"f^ff=^-^^ 
cej$€¥eF^^H5ITHir5?c^-^^mt^ known tc5^^^Sr=£iiadaj^ nJ~a1 fq r 

Qo^|rtave=j2racfis:ses . This finding led to the hypothesis 
tte±=rpfaaxnsfct:>iregfes^=^^ ^ — ^ Af vh ^-r i^ ur o t ran . sn n^ 
mav^g ^;^^g ^jLa--^ fee==^^ "u T^^Aru^ QurxentXy,, cholinergic therapy, 



B^articularly cholinesterase (ChE) inhibitiori, represents the most 
\^ — ' Seaxched-by-Ba- ib O'Bry^, STIC 308-4291 



Jones 



09/518408 



realistic approach to th .e,__s^^>t^ atic^\ x§g^ Donepe^l^^Cl , fo2 

example, is apip^xi^irr^^Base^T^ 



^(Aehet; 



atop5 chemically distinct from other ChE inhibitors 



and rationally designed for the symptomatic treatment of AD. It is highly 
selective for centrally acting AChE, with little or no affinity for 
butyrylcholinesterase, present predominantly in the periphery. Phase I and 
II clinical trials demonstrated donepezil's favourable pharmacokinetic, 
pharmacodynamic and safety profile with no requirement for dose 
modification in the elderly or in patients with renal or hepatic 
impairment. Furthermore, its long half-life supports a simple and 
convenient once daily dosing regimen. Subsequent to encouraging phase II 
clinical trial results, two pivotal, randomized, doubleblind phase III 
trials (of 15 and 30 weeks* duration) demoonstrated highly significant 
improvements in cognition and global function in mild to moderately severe 
AD 'patients treated with either 5 or 10 mg/day donepezil compared with 
placebo. Adverse events in the phase II and III trials, primarily 
cholinergic in nature, were traneitn and generally mild in severity and 
resolved during continued donepezil administration. Thus, the donepezil 
clinical trials programme has shown that htis drug is a clinically 
effective and well-tolerated, once-daily treatment for the symptoms of 
mild to moderately severe AD. 
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Friedman, Joseph" F 
Kenneth L. 
(1) Mount Sinai Sch, 
Gustave Levy Place, 
Biological Psychiatry 
1-16. 

ISSN: 0006-3223 
General Review 
Englisl 



Temporini, Humberto; Davis, 

Med., Dep. Psychiatry, Box 1230, 
-Y^^T^,NY_J,0029 USA 



One 



There is recognition t bat^ JLhe— cogxiitdAAe--^&yH^>ti^^ schi zophrenia have] the 
most substantial impact on illness outcome. D omairi s o r "cogrTi t i o n r epor ted 
to be significantly affected include serial learning, executive function, 
vigilance, and distractibility, to name a few. Dopamine activity at Dl 
receptors mediates many cognitive processes subserved 

by the prefrontal cortex (PFC), particularly working memory. The number of 

Dl receptors in the PFC is decreased in schizophrenias and is unaffected 

by chronic administration of typical neuroleptics-^Tlieref ore, medications 

that increase dopamine in the PF^ such as atypi^'^1 neuroleptics, or that 

directly activate the Dl recepfipr^may prove us'eSul in the remediation of 

pref rontal-dependent cognitive G^fiWts in ^s^lfizophrenia . Decreased levels 

of cortical norepinephrine (NE) ^ore associated with impaired learning and 

working memory in animal models, ahd cany^^e reversed by drugs that restore 

NE activity. More specifically, al^ha^^acirenergic receptor agonists have 

been particularly effective in improyin^^elayed response performance -in 

young monkeys with localized 6-hydrox-ycibp^amine lesions in the PFC. 

Furthermore, human ' postmortem stuefi^e^^ have demonstrated decreased NE in" 

the frontal cortex of demented scJWLZophrenic patients. Therefore, alpha-2 

receptor agonists hold promise /ks drugs to improve cognitive performance 

on tasks dependent upon PFC function in schizophrenics'. Fxh^l-ly, - the-. . , 

finding that cortical choline acetyl transferase activity correlates with. 

Clinical Dementia Rating scores in schizophrenic patients and that 

cholinomimetic drugs enhance cognition in healthy subjects suggests that 

cholinergic drugs may also treat cognitive symptoms in schizophrenia. Two. 

potential types of cholinomimetics for use in schizophrenics are the 

acetylcholinesterase Inhibitors and M1/M4 muscarinic 
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agonists, both of which increase cortical cholinergic activity. 
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Pontine nitric oxide modulates acetylcholine release, rapid 
eye movement sleep generation, and respiratory rate. . 
Leonard, Timothy O.; Lydic, Ralph (1) 

(1) Dep. Anesthesia, Pennsylvania State Univ., Coll. Med., 

Hershey, PA 17033 ^,-lJSP 

"ournal o^ Neurosci ence, (1997) Yo j-- 17^ NoT 2, ppi ^ 

ISSN: 0270-6474. 



DOCUMENT TYPE 
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Article 
English 

Pontine cholinergic neurotransmission is knovm to play a key role in the 
regulation of rapid eye movement (REM) sleep and to contribute to 
state-dependent respiratory depression. Nitric oxide (NO) has been shown 
to alter the release of acetylcholine (ACh) in a number of brain regions, 
and previous studies indicate that NO may participate in the^odulation of 
sleep/wake states, The^ present investigation tested the ' i 
hypothesis that inhibition of NO synthase (NOS) within the medial 'pontine^ 
reticular formation (mPRF) of the unanesthetized cat would deccfease ACfe 
release, inhibit REM sleep, and prevent cholinergically mediatedv^ 
respiratory depression. Local NOS inhibition by microdialysis deli^^'ry of 
NG-nitro-L-arginine (NLA) significantly reduced ACh release in the;''' 
cholinergic cell body region of the pedunculopontine tegmental nucleusS^d 
in the cholino-ceptive mPRF. A second* series of experiments demonstrated 
that mPRF microinjection of NLA significantly reduced the amount of REM 
s leep^-aiKi-^tiTe— REM--3-leep -like .sJ:^.g_jr.Auae_d_by_mPR F injection of the 

r><fci-YTf2> ^,i -i Ti*>gt-^r-a^ e^ ^nhibitor neostigmin e . juration but 
ntrt""^requency of REMsleep epochs was signiTficantly decreased by mPRF NLA 
administration. Injection of NLA into the mPRF before neostigmine 
injection also blocked the ability of neostigmine to decrease respiratory 
rate during the REM sleep-like state. Taken together, these findings 
suggest that mPRF NO contributes to the modulation of ACh release, REM 
sleep, and breathing. 
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Tacrine response: Review of two years of prescription." 
Augry, F.; Darchy, A.; De Rotrou, J.; Guelfi, M. C. (1); 
Forette, F. . 

(1) Serv. Pharmacie, Hopital Broca, 54-56 rue Pascal, 
Paris France _ _ 

3 



75013 



J o u r n al^e-^Phrar 



No. 3, pp. 



ISSN: 0291-1981. 
Article 
French 
-B4rench:^--E-Trg±±sir- 



zlreimer-'^s-^dLs ease is a_ dea.exieratijv^e^disease leading to dementia ^ 
ixtc±a±^d__Mij: h^-ana^omo-^ ch^mical^^ i c h 

uctj a deterior airjr^n or~~t1 ie chulin igrgft:^ syst^itTT The main clinical signs 
are: cognitive distress, intellectual confusion and performance 
difficulties. Psychometric tests as MMSE (mini mental state examination) 
and Adas -Cog' (cognitive function of Alz heimer's disease asses ^jnent scale) 

. ^'a or 4ae — (Qp^^jcji ^ therapy / 
The treatments were: 



can- evaluate the coqni tj^/e functions . 
inhibits the acetylcholinesterase. 



sraseT] ' 



40^ng^ ^riy u£ L dci lne~Tor~6~~WHe1csf, 80 mg/d next 6 weeks, 120 mg/d for 2 
months and finally 160 mg/d. The aim of our work was to analyse the 
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response to tacrine and subsequent evolution of 131 out-patients being 
treated at the Broca hospital since the commercialisation of tacrine 
(October 1994) . We con^>ared the Adas-Cog scores after each dosage with 
those of the same test before treatment. The patients were divided into 
three groups according to the results: the responding group "R" : decrease 
of 4 points or more between two scores, the stabilizing group "S" decrease 
of zero to 3 points between two scores, the non-responding group "N" : 
increase between two scores. The percentage of "R" patients at each dose 
level were: 26% at 40 mg/d of tacrine, 38% at 80 mg/d, 52% at 120 mg/d and 
34% at 160 mg/d. The side effects of tacrine which led to the. patients 
stopping the treatment were gastro-intestinal diseases ( 11% hepatic • 
diseases (7%), performance troubles (3%) and cutaneous diseases (1.5%). 
Cognex improves the cognitive functions in patients with Alzheimer's 
disease and inhibits the evolution of the disease but does not stop it 
completely. Our study shows that 120 mg/d of tacrine is the optimal dosage 
with which to treat Alzheimer's disease. 
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jll pl3^-2 - Ad r e n o c ep t o r an t a gon i stfs^^pot'^i^iat^ 
2& fcyl cho 1 i ne s teg g g _i nhibi t.oE,_ &££ect.3-^ n 
rsFive avoidance learning in the rat. 
Camacho, Fernando; Smith, Craig P.; Vargas, Hugo M. 
Winslow, James T. (1) 
(1) Neurosci. Ther. Domain, P.O. 
Some Lrvi 1 1 e J^--Q-8-84€"4r2i8 USA 
Psychop harmacology, (1996) V jol , 
-TSSNT^033-3158 . 
Article 
- English — ' 



BOX..250P, Rt.. .-202-2 06, 
124/ No.. 4, pp. 347-354, 



Tlie.^xihouI-irier£}ia hvpot'h^irS>-^#-Al-zlieime£ ' s disease J AQ) has sgronqly 
influenced research on learning and memory over the lasl~3ecade . However, 
there 4 rd ! J bccjn liinltud uucLie^b Li r^3a;fea^ g-,AIIjdp n T ^Bfe3?a=^^ i g omimetic s . 

Furthermore, there are indications, that n ^^f^^- ^p>t^ |-ni- r- j^ p ci ipitt^ n ryrt^m r 
af-fe e^U^'ed- by Lhi^ » d lLM^A S ^urriay. be involved, in go gniyfearve"* ,. 
processes. Animal studies have' suggestea inat norepinep hrine and 
acetylcholine may interact in learning and memory. Thg=^ctrrr^irtr~exgrg¥^ffter^fe.s 

af ter-jiQadtai=m: aj;xati,on o £ -ace tv lc h o4: a=nesterase 



inJiibi4x>rs and alpha-2-adrenoceptor antagonists. A<iT^Risfe3:»tioo==Qfc=> 

(0.625-5.0 mg/kg, IP), tSB¥±rfe (2.5-10.0 mg/kg, PO) , vSnHCxfT?e=^ ( 0 . 312-2 . 5 
mg/kg, SC) , art^=:Q aXaxit4^a Ptrne (0.312-2.5 mg/kg, IP) each enhanced retentio 
of a passive avoidance, .response* at selected moderate doses administered 
30-60 min prior to training. ThFg=?>4-rhr> P, n^r^TT::i ceptQj: L=a:Bfeawti4^bj^^ 
(0.312-2.5 mg/kg, IP), yofeajgnbine (0.078-0.312 mg/kg, IP) and P86 7480 | 

(0.156-0.625 mg/kg, IP) a 1 nn ^^F^jp^g^fl^i^terfxrilij^ n^z^^^ gm 

Coadministration of a subthreshold dose of heptylphysostigmine (0.625 
mg/kg/IPj^^^^th doses of idazoxan, yohimbine or P86 7480 >ert!tailt:Ba^=p4s-&i^ 
avo±daiicelearning . This synergistic interaction may represent effects of 
antagonism of presynaptic alpha-2-adrenoceptor since coadministration of 
heptylphysostigmine and the selective postsynaptic alpha-2-adrenoceptor 
antagonist SKF104856 did not result in enhanced learning. Taken together 
these data suggest noradrenergic activation through pre-synaptic 
alpha-2-adrenoceptor blockade may potenti.;at.e_cjioLLne^^ 

tcrrw&^cr^rori^~o4^--er^^ observations m ay have j - 

i:fflg^^9G.at^jons_^f^ wTtirnc h^olxTi e fq± c and adr^ngxgjtj: 

jents ^ 
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REVERSJVL OF ORPHENADRINE- INDUCED VENTRICULAR TACHYCARDIA 
WITH PHYSOSTIGMINE. 
DANZE L K; LANGDORF M I 
UNIV. CALIF., IRVINE MED. CENT., DIV 



I TY DRX VE.e^^.RQUTE-^r^'T— 9RANGE , CAL I F 
MI^G^Sip^ — (i^aU_-a_(/6) , 453- 



CTT 



EMERGENCY MED. 
92668. 



101 




CODEN: JEMMDO. 
BA; OLD 
— ' Engirdrsii— , 

AB A'^3^^yea:r-oid"boy--deiz^i^ confusion, generalized td^ic-clonic 

seizures, and sustained ventricular tachycardia follow^^g ingestion of an 
unknown quantity of orphenadrine (Norflex) . Although rer^^ctory to 
precordial thump, synchronous cardioversion, and lidocaineT^^'e 
ventricular tachycardia was reversed by intravenous administration of the 
tertiary acetylcholinesterase inhibitor physostigmine . 

We discuss the underlying physiology and manifestations of anticholinergic 
overdose, the specific manifestation of orphenadrine overdose, and the 
current recommendations regarding the utilization and toxicity of 
physostigmine in the treatment of anticholinergic syndromes and 
orphenadrine intoxication. 
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INFECTS OF Ag^^g--^M^N^g?RAT-^O^MD£^ aQMAN SPINj Mo::ORa^ 
IjEXES-^-XJa^jrHE jcAT . ^ 
GOLDSTEIN B D ^ , 

DEP. PHARMACOL. TOXICOL., MED. COLL. GEORGIA, AUGUSTA, GA. 
J i0912-2300, im A^ 



TOXICOL LETT JAt;IST)^,_(119ri^ 139-146. 
CODinTr~TCT:E'D 5 . ISSN: 0378-4274. 
BA; OLD 
English 



AB 



The acute effects of the 



-a^4;vlchoi-± 3l^i$t:erase 



^^ nhibirbor^ I^-^&^g^iy/ was studied on spinal cord reflexes in the 
spinal cord transected cat. It was found that doses of 10 
.mu.g/kg significantly altered the monosynaptic and dorsal root re^i^exes 



by causing an initial depression lasting about 20 min followed 
by a later facilitation lasting over 3 h. A higher dose & somair^^(20 
.mu.g/kg) caused the initial but did not produce the lateA^faci/litation. 
Cholinergic antagonists were used to determine whether the\v^h^nges were 
related to inhibition of acetylcholinesterase or 
whether they were non-specific. It was found that iti^camyl amine bloc ked th^ 

d^ressi-on-vand the facilitation while atropine depresse3~~tlre- 

spi-nal—oera potentials . These data show that acute administration of 
lO.mu.mg/kg soman produces specific elfects on spinal cord reflexes which 

could be characterized as resulting f4om^~inhiBrcioTr--e^ 

ace-tylcholinestejfa^e*''sI^Ja to the caxB^aitta^e^-nhibitaC/-^ 
^hys o s t i grrdne-r 
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LANGUAGE : English 

AB Acetylcholinesterase inhibitors produce diverse 

physiologic effects, but lethal exposure consistently, produces respiratory 
failure due to neuromuscular paralysis or depression of 

respiratory control centers in the medulla. Simultaneous measurement of 
gastrocnemius muscle contraction and efferent phrenic nerve activity was 
used to determine the primary cause of respiratory failure vproduced by 
neostigmine and diisopropyl f luorophosphate (DFP) in anesthetized 
cats. Both neostigmine and DFP abolished phrenic nerve activity 
prior to producing neuromuscular blockade. Furthermore, neostigmine did 
not alter brain acetylcholinesterase activity and pretreatment with either 
atropine methylbromide or atropine increased the dose of' neostigmine 
required to abolish phrenic nerve activity. In contrast, DFP abolished 
brain cholinesterase activity and only atropine inhibited its respiratory 
effects. Despite the loss of efferent phrenic nerve activity, there is no 
evidence of a direct effect of neostigmine on respiratory control centers. 
Neostigmine may instead alter afferent inputs which modulate respiration 
to produce a reflex respiratory failure. 
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CODEN: CLCHAU 
BA; OLD 
English 

A new homogeneous enzyme immunoassay 
analyzer (the ABA-100 BichrWatic An 
dispenser assembly, was evalife&ed. T 
hydrolysis of the substrate, acS^l 

acetylcholinesterase (acetylcholih^^^ydrolase; EC 3.1.1.7). Thyroxine 
covalently linked to a cho lines teras?>ii^ibi tor irreversibly 
inhibits acetylcholinesterase, but ik tiuTs^^Kyroxine 
conjugate is bound to antibody it is not inhibitory. Seventy-five - 
patients* samples may be analyzed in 1 h of instrument time. Precision and 
accuracy are excellent, results correlate well with those by 
radioimmunoassay, and -there were no instances of confused 
clinical interpretation resulting from use of the proposed assay. 
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IT 



US 1999-131243 

MARPAT .133:344629 

(e.g. cognition 
and confusion) are treated by 
administration of an *'E©==G#=:p3^pe32i3^ittes» I [Rl, R2 = H, Cl-6 alkoxy, 
(un) substituted PhCH20, halo, N02, amino, (un) substituted pyrLefylme 
(un) substituted thienylmethoxy, etc.; X = O, S; Y = (CH2 ) m, (2H : CH (C 
0(CH2)m, etc.; m = 1-3; n = 0-3; L = (un) substituted Ph, c^^ftnamyl, 
pyridylmethyl, etc.; R7, R8 = H, Cl-6 alkyl, Cl-6 alkoxycarbonyl, Cl 
alkylcarbonyl, etc.], their salts, or their solvates as acetylcholin 
esterase inhibitors. Icopezil is effect for treatment of such disorders 
9000-81-1, Acetylcholine esterase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(treatment of age-related behavioral disorders of 
pets with piperidines as acetylcholine esterase 
inhibitors) 




L164 ANSWER 34 OF 71 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE 



SOURCE : 



CAPLUS COPYRIGHT 2001 ACS 
20*00:237803 CAPLUS 
133:12667 

The effect o ^rivastigm rne'~gn~~s l" e e p irr ^elderi"y""^a5thy 
subjects " 
Schredl, M.; Weber, B.; Braus, D.; Heuser,-^. 
Central Institute of Mental Health, Mannhe|r|, 68072, 
Ge rmany 

/-'^Xp^^Jifi^ 

i-<rODEN: EXCTABT^lBStfc— as; 



PUBLISHER: 
DOCUMENT TYPE: 
IJ\NGUAGE : 
AB 




43-249 




SOURCE : ^xp^^_Ji£XQIXtol^ 

ODEN: EXGEAB;^3 
Elsevier Science In 
Journal 
English 

Previous research has shown that acetylcholin^ste^^e^inhibitors may 
affect REM sleep, however, results are' inconclusive : From the present 
findings it is concluded that the effects of /rivastigmine, a reversible 
acetycholinesterase inhibitor, on REM sleep^are more pronounced in the 
elderly where the authors found REM latency /to be reduced. This may be 
explained by better bioavailability and/oiN>Dy reduced stabil ity of the 
cl^r.cajian_^rh ythmicity in el de r ly_indiylduaJLjs^___B^^ 



ised inthe treatment of ATzHelmer^s disease, further res^rch 
irfvest:rg3-td-ng-irh^~Tr^^ properties of 

rivastigmine and cognitive functioning seems promising-. 
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1, 2, 3, 3A, 8, 8a-Hexahydro-l, 3a, 8-trimethylpyrrolo [2 , 3-b] indol-5-ol 
2-ethylphenylcarbamate N-oxide hydrochloride (3aS-cis) (CHF2819) is a 
novel acetylcholinesterase inhibitor that produces central cholinergic 
stimulation after oral administration in rats. In vivo studies show that 
CHF2819 (0.5, 1.5, and 4.5 mg/kg p.o.) significantly increases 
acetylcholine levels in young adult rat hippocampus in a dose-dependent 
manner. Moreover, aged animals, which show a significant decrease in 
basal acetylcholine levels with respect to young adult rats, also exhibit 
a marked increase in the hippocampal concns . of this neurotransmitter 
after the administration of CHF2819. This compd. (1.5 mg/kg p.o.) 
significantly attenuates scopolamine-induced amnesia in a passive 
avoidance task. Furthermore, CHF2819 induces a significant decrease in 
dopamine levels and a significant elevation of extracellular concns. of 
5-hydroxytryptamine, whereas it does not modify norepinephrine and 
. gamma . -aminobutyric acid levels in the hippocampus of young adult rats. 
Functional observational battery screening demonstrates that CHF2819 (1.5 
and 4.5 mg/kg p.o.) does not affect activity, excitability, autonomic, 
neuromuscular, and sensorimotor domains, as well as physiol. end points 
(body wt. and temp.). However, this compd. induces involuntary motor 
movements (ranging from mild tremors to myoclonic jerks) in a 
dose-dependent manner. These findings suggest that the anti-amnestic 
properties of CHF2819, together with its stimulatory effect on cholinergic 
and serotonergic functions, might have a therapeutic potential mainly for 
the symptomatic treatment of Alzheimer's disease patients in which the 
cognitive impairment is accompanied by a depressive syndrome. 
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It was investigated whether the preincubation of braitfei homoge 
L-Phe (Phe) could reverse the free radical effects on^^brai 
acetylcholinesterase (AChE) activity, since it was rep^^rted 
hydroxyl radicals ( . cntdot . OH) . 2 Well established ^^systems we 
prodn. of free radicals: (a) FeS04 (84 .mu.M) plus asc^prbic ac 
.mu.M), and (b) FeS04, ascorbic acid^^nd H202 (1 lA) ^t 37^ 
homogenates of adult rat whole brain /N::^anges in ^rai^^ACh; 
studied in the presence of each system &ep^ AChE^was/jinhib 

by both systems of free radicals. This inhibition was ttre^ 

brain homogenate was preincubated with Phe l/S^^rtgJ. I%accordance with the 
authors previous reports, Phe could protect agaOi'^~t-=^:the direct action of 
.cntdot. OH radicals on brain AChE and in this y^way it might be useful in 
the prevention of certain cholinergic neural /dysfunctions . 
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(Occurrence) 
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AB Previous studies demonstrated that huperzine A, a reversible and selective 
acetylcholinesterase inhibitor, exerts beneficial effects on memory 
deficits in various rodent models of amnesia. To further study the 
antiamnesic action of huperzine A in nonhuman primates, the drug was 
evaluated for its ability to reverse the deficits in spatial memory 
produced by scopolamine in young adult monkeys naturally occurring 
deficits in aged monkeys, using a delayed- response task. Scopolamine, a 
muscarinic receptor antagonist, dose dependently impaired performance, 
with the highest dose (0.03 mg/kg, i.m.) producing a significant redn. in 
choice accuracy in young adult monkeys. The delayed performance changed 
from an av. of 26.8/30 correct trials in controls to an av. of 20.2/30 
after scopolamine administration. Huperzine A (0.01-0.1 mg/kg, i.m.) 
reversed the deficits induced by scopolamine in young adult monkeys on a 
delayed-response task; performance after an optimal dose (0.1 mg/kg) 
averaged 25.0/30 correct; In aged monkeys, huperzine A (0.001-0.01 mg/kg, 
i.m.) increased choice accuracy from 20.5/30 in controls to 25.2/30 at the 
optimal dose (0.001 mg/kg for 2 monkeys and 0.01 mg/kg for the other 2 
monkeys) . The beneficial effects of huperzine A on delayed-response 
performance were long lasting; performance remained- improved for about 2 4 
h after a single injection. This study extended to monkeys the findings 
that huperzine A improves mnemonic performance requiring working memory 
and suggests that huperzine A may be a promising agent for clin. therapy 
of cognitive impairments in patients with Alzheimer's disease. 
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AB The neuroprotection afforded by spin trapping agents such as 

N-tert-butyl- . alpha . -phenylnitrone (PBN) has lent support to the 
hypothesis that increased prodn. of reactive oxygen species (ROS) is a 
major contributing factor to excitotoxicity, aging and cognitive 
decline. Little is known, however, about the Pharmacol, properties of 
PBN. We have compared the acute effects of PBN on the development of 
seizures induced by the irreversible acetylcholinesterase (AChE) inhibitor 
diisopropylphosphorofluoridate (DFP) , the reversible AChE inhibitor 
physostigmine (PHY), the muscarinic cholinergic receptor agonist 
pilocarpine (PIL) and the glutamatergic receptor agonist kainic acid (KA) . 
Rats were sacrificed 90 min after the injection of seizure-inducing 
agents. In situ hybridization was used to detect the induction of 
immediate early gene (lEG) c-fos and c-jun mRNA's and the levels of AChE 
mRNA. The activity of AChE was visualized by AChE staining and quantified 
using an in vitro AChE assay. The seizures correlated with the induction 
of lEG mRNA*s with all agents used. The pre-treatment with 150 mg/kg of 
PBN prevented DFP- and PHY-induced seizures and the related expression of 
lEG mRNA's, but had no effect on PIL- or KA-induced seizures and assocd. 
lEG mRNA's changes. PBN prevented seizures and significantly protected 
AChE activity against DFP inhibition when given before, but not when given 
after DFP. This study shows that PBN specifically protects against 
anticholinesterase-induced seizures by reversible protection of AChE 
activity and not by the blockade of muscarinic or glutamate receptors, 
reactivation of AChE or scavenging of ROS. The anticholinesterase 
properties should be considered when using PBN in studies of cholinergic 
dysfunction . 
IT 9000-81-1, Acetylcholinesterase 
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adult as well as aged rats, in comparison with that of tacrine 
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IT 



(9-amino-l, 2, 3, 4-tetrahydroacridine hydrochloride). In aged animals, 
cholinesterase activity in heart, small intestine and pectoral muscle was 
lower, whereas that in plasma and liver was higher than in young rats. 
Both groups showed the highest levels in the brain. Donepezil, at doses 
of 1.25, 2.5 and 5 mg/kg, p.o., inhibited brain, plasma, erythrocyte, 
liver and pectoral muscle cholinesterase activity in young rats in a 
dose-dependent manner but had less effect on cholinesterase activity in 
heart and small intestine. In aged animals, inhibition of cholinesterase 
activity in the brain, erythrocytes and pectoral muscle^by. .dpnepezil .was 
more potent than that in young animals. Tacrine, "at "doses of 5, 10 and 20 
mg/kg, p.o., dose-dependently inhibited cholinesterase activity in all 
tissues of both young and aged animals, but most potently in heart, small 
intestine and liver. The inhibition of cholinesterase activity by tacrine 
in the brain, plasma, erythrocytes, heart and liver was more potent in 
aged rats than in tissues of young rats. Brain and plasma concns . of 
unchanged donepezil and tacrine were measured in the same animals as used 
for the cholinesterase inhibition study. Brain and plasma concns. of 
donepezil and tacrine were higher in aged than in young animals. It is 
concluded that the inhibitory effects of donepezil and tacrine on 
cholinesterase activity are greater in aged than in young rats, owing to 
differences in the tissue concns. of these compds . between young and aged 
animals. It is also suggested that the effect of donepezil on 
cholinesterase activity is more tissue-selective than that of tacrine. 
9000-81-1, Ace ty 1 chol ine s ter ase 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
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SE 



AB 



IT 



US 1996-766975 19961216 
WO 1997-IB1648 19971216 
The present invention provides a method for detg. the appropriate therapy 
and/or prognosis for a patient diagnosed with a neurol . disease. The 
present invention also provides a method for the identification of human 
subjects for placement in clin. drug trials of drugs being tested for the 
treatment of neurol. d isease. 
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Comparative studies of huperzine A, E2020, 
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State Key Laboratory of Drug Research, Shanghai 
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Sciences, Shanghai, 200031, Peop. Rep. China 
Pharmacol., Biochem. Behav. (1998), 60(2), 377-386 
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Comparative effects of cholinesterase inhibitors (ChE^ huperzine A with 
E2020 and tacrine on the radial maze performance in^ethylcholine mustard 
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DOCUMENT TYPE 
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AB 



itricu 



aziridinium ion (AF64A) -treated rat and^nhibiti 
activity were studied. The intracerebro 
AF64A (3 nmol/side) caused significant imp' 
fulfill the partially baited maze paradigm 
mg/kg) , E2020 (1.0-2.0 mg/kg) , and tacrine 
reversed AF64A-induced working memory defic 
AF64A-induced memory deficit were correlat 



bf cholinesterase 
(ICV) injection of 
in the rat's ability to 
huperzine A (0,5-0.8 
effectively 
^es that improved 
to about 25-30% (huperzine A) 



IT 



and less than 10% {E2020, tacrine) inhibition of acetylcholinesterase 
(AChE) activity in the cortex and hippocampus. Huperzine A, E2020 and 
tacrine all produced dose-dependent inhibition of brain AChE following ICV 
and oral administration. Oral huperzine A exhibited higher efficacy on 
the inhibition of AChE in the cortex and hippocampus than those of E2020 
and tacrine. Tacrine was.: more effective in inhibiting plasma 
butyrylcholinesterase (BuChE) than it was brain AChE." Conversely, the 
BuChE activity was less affected by huperzine A and E2020. The results 
showed that huperzine A had high bioavailability and more selective 
inhibition on AChE activity in cortex 'and hippocampus. Huperzine A fits 
more closely with the established criteria for an ideal AChE inhibitor to 
be used in clin. studies. 
9000-81-1, Acetylcholinesterase 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(inhibition; comparative studies of huperzine A, E2020, and 
tacrine on behavior and cholinesterase activities) 



L164 ANSWER 42 OF 71 CAPLUS COPYRIGHT 2001 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR ( S ) : 



1998:649517 

1. 



CAPLUS 




on apolipoprotein E deficient mice 
Chapman, Shira; Fisher, Abraham; Weinstock, Marta; 
Brandies, Rachel; Shohami, Esther; Michaelson, Daniel 
M. 

Searched by Barb O'Bryen, STIC 308-4291 



Jones 09/518408 Page 30 



CORPORATE SOURCE: 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 

LANGUAGE. : ^ 

AB 



Department of Neurobiochemistry, Tel-Aviv University, 

Tel-Avi .v^ Lsxaei j 

QL_Physii3j^^ 299-303 
CODEN: ' JHYSEM; ISSN: 0928-4257 
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Apol i p o^^J;.ei^-n— E — (-apoE-)-:r.de^icie,nt and control mice we r e~1: r e a ted 
chronically with either the ^a^ety 1 cholines t e r a s e ' 
or the Ml muscarinic agonist AF150~f5T": Bro-tlrnrriea'tmerrts reversed the 
spatial working memory impairment of apoE-def icient mice but they differed 
in their effects on the levels of brain AChE activity. AF150(S) enhanced 
the brain AChE activity of apoE-def icient mice and rendered it similar to 
that of the untreated controls, whereas = ENA7 13 reduced the brain AChE 
activity of control mice but had no '/effect on that of apoErdef icient mice. 
These findings suggest that AChE inhibition and Ml muscarinic activation 
have similar beneficial cognitive effects on apoE-def icient mice, but that 
the cellular and mol . mechanisms underlying these effects differ. 
9000-81-1, Ace tyl cholines ter ase 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(acetylcholinesterase inhibitor ENA713 and Ml . 
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PUBLISHER: Rapid Science Publishers" - • - 
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AB The present study evaluated the i^a=v^ . ^^4ia^-T-fm---Q^-4^ 

aGEtoz±xdjg3E±tTS?^^^y5^Eem&^^ th an overall emphasis on 

developing multi-system approaches frfH'-^;:t:eafe^Tyg^^ge^^^ 

rel^ted^:C^gHjFS^gp=^^gcl4rn;e^=^^ Specifically) 

we u sed a 14 -un it T-maze to investigate whether pii^n^^xi^fcztEilEHi::;^^ 

1 ^sgg^?n-*r"i n g ^rr^^yi-T-i^ rr^iTT^ g^^p* ^^'^ — TTrM-b-i-^f^-yy^g^ T 1 overcome a learning 

deficit in rats induced by the NMBA—reeep^Q^^gnt agonist, 

3- ( . +- O -2-carboxypiperzin-4-yl-propylphosphonic^^H03?d=:=-(CPP Prior to 

drug treatment, 3-mo-old male Fischer-344 rats were trained to criterion 

(13 of 15 shock avoidances) in , a straight runway. Twenty- four hours 

later, rats were given i.p. injections of saline (SAL), CPP (9 mg/kg) + 

SAL or CPP + PHEN (0.25, 0.5 or 0.75 mg/kg) and received* 15 massed 
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Jones 



09/518408 



training trials in a 14-unit T-maze. CPP significantly increased the no. 
of errors made in the maze relative to controls, and phenserine 
significantly reduced the no. of errors made relative to rats receiving 
CPP only, with the lowest dose being the most effective. These results 
provide further support of phenserine *s potent, cognitive-enhancing 
properties, and suggest that combined modulation of glutamatergic and 
acetylcholinergic systems may be of potential benefit in developing new 
pharmacotherapies for Alzheimer's disease and. .age- 
related cognitive decline. 
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Shanghai Institute of Materia Medica, State Key 
Laboratory of Drug Research, Chinese Academy of 
Sci ences , Shang hai , 200031, Peop. Rep. China 
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Elsevier Science B.V. 
Journal 
English 

The effects of (- ) -huperzine A, E 2020, and tacrine on scopolamine-induced 
memory deficits in rats were compared in a radial maze, using a 4-out-of-8 
baiting procedure. Scopolamine (0.15 mg/kg, i.p.) impaired the rats* 
ability to fulfil the radial maze task. (-) -Huperzine A (0.2-0.4 mg/kg, 
orally; 0.1-0.4 mg/kg, i.p.) had greater efficacy than E2020 (0.6-0.9 
mg/kg, orally; 0.3-0.6 mg/kg, i.p.) and tacrine (1.5-2.5 mg/kg, orally; 
0,3-0.6 mg/kg, i.p.) on the improvement of scopolamine-induced working and 
ref. memory errors, resp. There appeared to be an rarmge^s-e-4^el-l^.hap^ ed 
dose- dep e ndeia-t^-e J-f-ect--^o^a^— S^con^ ds,.,_t ^ s t Tn'e---dat:a— demon^tr ate^hat ^ 
(-j^3huperzlnje_A is the, m ost potent a nd_orally a c rr\7e~"a cetylc hoXi^ 
inhibitor of the 3 compds . Va^id~TitTlnore~~cTo^B^ 

for an ideal acetylcholinesterase inhibitor to be used in clin. studies. 
9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitors; scopolamine-induced memory deficits reversal by 
huperzine A as) 
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Laboratory of Neuropharmacology, Angelini Research, . 
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53-57 



Neuroscx. Lett. 



(199 a) , ^45^,)^ 
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AB The_^jEje_ejcJt_o_f_s^ administration of th^^^j cetyl cho line^ 



i nhibitor heptasti gmTneM-HEP~-^0 , 6 mg/kg s.c. daily for 15 daysT~was' 
investigated on corrrcalr"e-xrracellular ac,etJS^lchQliiie ._(AC h ) 1 e vel s^-aad^on 



memor\ 



iged male rats (26 mo old at the beginning o 



f the 
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expts.) using microdialysis and behavioral techniques. Twenty- four hours 
after the last treatment, cortical ACh levels were significantly higher in 
rats subchronically treated with HEP than in rats treated with saline and 
AChE activity was still inhibited in cortex, hippocampus and striatum. 
The injection of a challenge dose of HEP (0,6 mg/kg s.c) 24 h after the 
last treatment produced a faster and a more sustained increase of ACh in 
the cortex of subchronically treated rats compared to those repeatedly 
injected with saline. However, the max. increase , of ACh levels after 
injection of the challenge was comparable in both groups . . In an object 
recognition test in which the pretest and test phase werespaced by 45 
days, HEP prevented the deterioration of spatial memory occurring during 
this period, but had no effect on non-spatial memory. The present results 
suggest that moderate inhibition of brain AChE is able to maintain high 
levels of cortical extracellular ACh in aged rats and that this increase 
matches facilitatory effect of HEP on spatial memory. 
9000-81-1, Acetyl cholines terase 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(effect of subchronic treatment with the acetylcholinesterase 
inhibitor heptastigmine on central cholinergic transmission and . . 

memory impairment in aged rats) ~ ■ ' ' .* 
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Effect of subchronic treatment with metrifonate and 
tacrine on brain cholinergic function in aged F344 
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Department of Preclinical and Clinical Pharmacology, 
University of Florence. Florence, 50134, Italy 
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CODEN: EJPHAZ; ISSN': 0014-2W9 
Elsevier Science B.V. 
Journal 
English 

The effects of 21-day treatment with the acetylcholinesterase inhibitors 
metrifonate (80 mg kg-1 per os (p.o.)) and tacrine (3 mg kg-1 p.o.), twice 
daily, on cortical and hippocampal cholinergic systems were investigated 
in aged rats (24-26 mo) . Extracellular acetylcholine levels were measured 
by transversal microdialysis in vivo; choline acetyltransf erase and 
acetylcholinesterase activities were measured ex vivo by radiometric 
methods. Basal cortical and hippocampal extracellular acetylcholine 
levels, measured 18 h after the last metrifonate treatment, were about 15 
and two folds higher, resp., than in control and tacrine-treated rats. A 
challenge with metrifonate further increased cortical and hippocampal 
acetylcholine levels by about three and four times, resp. Basal 
extracellular acetylcholine levels, measured 18 h after the last treatment 
with tacrine were not statistically different from those of the control 
rats. A challenge with tacrine increased cortical and hippocampal 
extracellular acetylcholine levels by about four and two times. A 75% 
inhibition of cholinesterase activity was found 18 h after the last 
metrifonate administration, while only a 15% inhibition was detectable 18 
h after the last tacrine administration. The challenge with metrifonate 
or tacrine resulted in 90 and 80% cholinesterase inhibition, resp. These 
results demonstrate that in aging rats a subchronic treatment with 
metrifonate results in a long-lasting, cholinesterase inhibition, and a 
persistent increase in acetylcholine extracellul^^^^^^^i^hcornpensate 
j^r the age-assocd. c holgnefmfi'igjifagm.Qj'fLuncjti . I^^i^ ^^^^^M^^^l^^^^in^ 
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Newcastle General Hospital, Newca-s-tle-upon-Tyne, UK 
Dementia Geriatr. Cognit. Disord.L^igWh—'^^^ppl . 2, 
Current Perspectives in the DiagnosaTS'-and-T'-reatment of 
Alzheimer's Disease), 2-7 
CODEN: DGCDFX; ISSN: 1420-8008 
S. Karger AG 
Journal 

English i — . ^ 

The promising results of earl \^ t£ialsin^zh^ 

acetylcholinesterase inhibitor metriforSTF^^ of the 

Me^rTfona^te— rn-'13a:z ^i^'T is an international, 

randomized, double-blind, placebo-controlled, parallel-group study which 
was designed to det., over a 26-wk period, the efficacy, tolerability and 
safety of 2 doses of metrifonate in patients with probable Alzheimer's 
disease. A total of 605 patients were randomized to receive either a 
daily oral dose of metrifonate at 40/50 mg (by body wt. <65 kg/ . gtoreq . 65 
kg) or metrifonate at 60/80 mg (by body wt. <65 kg/ . gtoreq. 65 kg). The 
patients were assessed in the key symptom domains of Alzheimer's disease, 
i.e., cognition, behavioral and psychiatric disturbances, activities of 
daily living and global function. Administration of metrifonate for 26 wk 
benefited cognitive performance, global function and certain aspects of 
behavior and functional ability compared with placebo. These efficacy 
results were assocd. with high levels of acetylcholinesterase inhibition 
and a good safety and tolerability profile. The protocol of MALT is 
discussed. 
IT 9000-81-1, Acetylcholinesterase 

RL: ADV (Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse); THU (Therapeutic use); BIOL (Biological study); 
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metrifonate as) 

LI 64 ANSWER 48 OF 71 CAPLUS COPYRIGHT 2001 ACS 




ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



3~ai5d 



1997:617007 CAPLUS 
127 :288186 

Methods of ^reatTnt 

Pi-1 nl ogi calTy'-PelXted^fsy^ u^Xng carbonyl 

trapping agents in combination with previously known 
medicaments 
Shapiro, Howard K. 
USA 

U.S., 37 pp. Cont.-in-part of U.S. Ser. No. 26,617, 

abandoned. 

CODEN: USXXAM 

Patent 

English 

3 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



US 5668117 



A 19970916 US 1993-62201 19930629 

Searched by Barb O'Bryen, STIC 308-4291 



Jones 



09/518408 



WO 1994-US7277 



19940628 



WO 9501096 Al 19950112 

W: AU, CA, JP 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE 





9 1 e^C^'iQ'i 
^ J. o O o 






CA 


1994- 


•2166383 


19940628 






Al 


19950124 


AU 


1994- 


•72144 


19940628 


AU 


692454 


B2 


19980611 










EP 


707446 


Al 


19960424 


EP 


1994- 


■921405 


19940628 




R: DE, FR, 


GB, IT 












JP 


08512*055 


T2 


19961217 


JP 


1994- 


503597 


19940628 


PRIORITY 


APPLN. INFO. 






US 


1991- 


660561 


19910222 










US 


1993- 


26617 


19930223 










US 


1993- 


62201 


19930629 










WO 


1994- 


US7277 


19940628 




OTHER SOURCE(S): MT^RPAT 127:288186 ' ' ^ 

erapeutic compns . comprising an effective amt. of at least one carbonyl 
trapping agent alone or in combination with a therapeutically effective of 
a co-agent or medicamentare^^^^^S^^^^f?e compns. are used to treat a. 
mammal suffering ^^ n^||iye^ii^^^i s e a s e characterized by covalent bbnd ; ' 
crosslinking between the nerve cells, other cellular structures and their ' 
intracellular and extracellular components, with disease-induced 
carbonyl-contg. aliph. or arom. hydrocarbons present in mammals. 
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^^^^^'lll^ . AA '^^^^^^^^^^^"^ "1997-2208111 ■ 19970616 

AU 9724956 Al. 19980108 AU 1997-24956 19970617 

ZA 9705311 ." A^ ••'" 19981217 ZA 1997-5311" " 19970617 - • 
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Darifenacin, and its pharmaceutically acceptable salts, are useful in the 
treatment of cognitive impairment. The invention also discloses the use 
of combinations of darifenacin, or a pharmaceutically acceptable salt 
thereof, with an acetylcholinesterase inhibitor (e.g. donepezil), in the 
treatment of cognitive impairment. 
'^'^.00-81-1, Acetylcholinesterase 
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Kronforst-Collins, M. A.; Moriearty, P. L.; Schmidt, 
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Department of Cell and Molecular Biology, Institute 
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Tli^^^holinergic system is knomi^_to_sh£^ and 
Aizlieimer's disease (AD) .^^^^^CrTTesponse^ a^Tfl^rap^eutic approa^ht o AD has 
beeTr^t^r^airtempt— t'o—comp'e'nsate for the decrease i n~CHnirr^ir"ch'oXiner g i c 
function by potentiating the activity of jb he remaining intact cholinergic 
cells wrt'h^h'ol'xn'e'St'eT'Sse rch^)_ inhibit dr3 . In this study treatment with 
the long=±as^ng— ChE— ifthribitor metrifonate facilitated acquisition and 
retention of eyeblink conditioning in aging rabbits. Metrifonate 
treatment resulted in steady-state, dose-dependent acetylcholinesterase 
(AChE) inhibition in red blood cells. Maximal behavioral efficacy was 
achieved with AChE inhibition of approx. 40%, with no further improvements 
resulting from increased levels of inhibition. Metrifonate was 
behaviorally effective in the absence of the severe side e &f ect^-^th a. t can ^ 
p la gu e--ChE— i-n-hi-b-i-to-r ST — s upp or txng^fne txrf ona t^^a s_a_.pxi^ s i-bl-e! treatment for 

tli e cognitive def ic ij:^--X^sult.inq--f-i^m~nomal__a .and— AD-: — "~ ^ 

9000-81-1, Acetylcholinesterase 

RL: BPR (Biological process); BIOL' (Biological study); PROC (Process) 
(metrifonate improves associative learning and retention in aging 
rabbits in relation to acetylcholinesterase 
inhibition and treatment of Alzheimer's disease) 
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Journal; General Review 
Englisl: 



N. 



xasdL ew with 26 ref s . j T)Q|\^e2iJ,.,4#„ -a .specific and potent 
icetylcholinesterase__inh44^i-Wr^'ccor^'^^^^ data~ 
p r imaxTTyllnlSnic^ activity . 



It displays 
vivo, donepezIT - — ^ 



i nfTfbl t ed^jLce t ylcholrirne st exas„e activ ity in human erytRxd~eytneB--and-.~__^ 
incire'^"seH extra-cellular acetylcholine levels in the cerebral cortex and 
hippocampus of the rat. Donepezil demonstrated efficacy in tests of ref. 
memory in animals, but had less consistent activity in tests of working 
memory. Donepezil 5 or 10 mg/day was assocd. with significant 
improvements in cognitive function [assessed by the Alzheimer's Disease 
Assessment Scale - cognitive subscale (ADAS-cog) ] after 14 and 30 wk and 
patient global function (Clinician's Interview-based Impression of Change 
incorporating caregiver input scorej_ after 30 w k.#^ compax.ed^-witii-pljaaebo^ 
in patients with mi-ld^t o^motler a t e Alzheimer's dis^ a sbt" — ^-.-^-^^ 



^ ^PCffer-_ 

donepezil 5 or lo'^gvUlay--wa-s— a-s^o'CidT~vyiin^ an ADAS-cog score approx. 4 

points better than would be expected in untreated patients with mild to 
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moderate Ai^e-irmer*' s dis€ 



The most common adverse events reported in 



asa3i^crLi__wi±-li--donepe^xl 5 mg/day were gastrointestinal events 
(nausea/vomiting, diarrhea, gastric upset and constipation) and dizziness. 
No hepatotoxicity was reported after 12 wk ' treatment. 
IT 9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitor; donepezil pharmacodynamics and pharmacokinetics) 
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Elsevier 
Journal 
English 

A series of carbamate analogs of besipirdine (HP 749) was synthesized as 

otent ialagents with enhanced cholinomimetic properties for the treatment 
of AlzheTmer ' s^di'sease^ P10358, 1- [ (3-f luoro-4-pyridinyl) amino] -:3-methyl- 

-ind"o±-— 5— ylr-Me--eaxb^'mate, emerged as a potent, reversible 
acetylcholinesterase inhibitor that significantly enhanced performance on 
oral or parenteral administration in learning, and memory paradigms. 
9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(synthesis and structure-activity relationships of besipirdine .. 
carbamate analogs as acetylcholinesterase inhibitors 

) - . ' ' - 
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cerebral energy metab. was investigated using an in vivo 31P-magnetic 
resonance spectroscopy (31P-MRS) technique and the autoradiog. 
2-deoxy- [14C] -D-glucose method in aged Fischer 344 rats. We revealed that 
high-energy phosphate metabolites, phosphocreatine (PCr) and ATP, in the 
brain decreased gradually with aging and that significant decrement of 
cerebral PCr and ATP was obsd. from 13- and 8 . 5-mo-old in comparison with 
those of 2. 5-mo-old rats, resp; Daily oral administration of TAK-147 (1 
mg/kg) for 40 days increased PCr and ATP levels in aged rats (29-mo-old) . 

To det. the site at which TAK-147 acts to increase high-energy phosphate 
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metab., we investigated the rate of local cerebral glucose utilization 
(LCGU) in various brain regions. The rate of LCGU decreased in almost all 
brain regions in aged rats (28 mo of age) , and the decrease was 
significant in 29 out of the 35 regions. When TAK-147 was administered 
orally to the aged rats, the levels were dose dependently increased, esp. 
in the auditory cortex. These results indicate that TAK-147 increases 
cerebral energy metab. in aged rats. 
9000-81-1, Acetylcholinesterase 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(inhibitor; effect of acetylcholinesterase 
inhibitor TAK-147 on cerebral energy metab. in aged rats) 
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IT 



|n?he"eTfects of hu perzine A (I) on memory impairmen ts (amnesia) irtduced by 
^gro'STSmlhe fi a mQdel f or human jdemeji.tia-)--^e^?e--eva4^Ia£eani^^ 
ma^^H~tasTc and d5mJ3't01^5R^-f--^^old-ne'^^ with the 

effects of E 2020 (II) and tacrine (III). Scopolamine (0.2 mg/kg) 
significantly impaired spatial memory in rats. I (0.1-0.4 mg/kg, p.o.), 
II (0.5-1.0 mg/kg, p.o.) and Ille (1.0-2.0 mg/kg, p.o) were able to 
reverse these scopolamine-induced memory deficits. The ratios- of I, II, 
and III for butyrylcholinesterase : acetylcholinesterase detd. by a 

colorjj^ie*ri-c-met:hod_w,ere 88 4 . 5'77— 45S_._03_,_aad_0_.jB0,,__r-esp_. ^TJTi.e_-r.e_s_ults___^ 

demcSiSjt4^4>ed-Jthat^ I „waLsJthe-jri4st .^,^^;^i»ippt^^ inhibit^^, 
a nd/lliproved^the^ defLciJ:-~indueed-by~,sc^ppJ,^^n,^^ ^ZT^ 

signifi'^itly better thAn_dijd_JUL_ar--M-I-,— sugge^ 

agent ' "f or^KnT^^lfliJSi^^^^iffi'^^ ai ct^U t,_in_p„^t i e nts with 

ALzHe^me"r *^'s^Ssea^ ---—^-^ 
M^O— 81-'--^lT^A"cetylcholinesterase 

RL: BPR (Biological process); BIOL (Biological study); PROC (Process) 
(huperzine A, a novel promising acetylcholinesterase 
inhibitor for clin. therapy of cognitive impairment in patients 
with Alzheimer's disease) 
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SUMMARY LANGUAGE: English 

AB This document presents a revised framework for conducting worker and 
dietary risk assessments for less-than-lif etime exposures to 
organophosphate or carbamate pesticides based on red blood cell (RBC) or 
brain acetylcholinesterase (AChE) inhibition or the presence of 
clinical signs and symptoms. The proposals for appropriate uncertainty 
factors are based on the biological significance of the cholinesterase 
(ChE) inhibition noted at the lowest-observed-effect level (LOEL) and the 
degree of uncertainty in the extrapolation between hviman and animal data. 
An extensive evaluation of industry data, not previously suitimarized, and 
the available literature indicate that the following risk assessment 
principles are supportable and protective of human health: Plasma ChE 
inhibition is not an adverse effect, and therefore should not be utilized 
in risk assessments. Red blood cell AChE is not associated with the 
nervous system and inhibition is not per se an adverse (neurotoxic) 
effect. When available, cholinergic .effects or brain AChE inhibition data 
should take precedence over RBC AChE for deterraining no-observed-effect 
levels (NOELs) . When available, human RBC AChE inhibition or cholinergic 
effects data should take precedence over animal data for determining 
NOELs. Due to the lack of adversity associated with inhibition of RBC 
AChE, the use of a 10-fold (lOx) uncertainty factor from the NOEL is 
adequate when RBC AChE inhibition data from either animal or human studies 
are used to assess human risk. Due to greater potential for adversity, 
NOELs for brain AChE inhibition and cholinergic effects identified in 
animal studies should receive a default uncertainty factor of lOOx; lower 
uncertainty factors may be used on a case-by-case basis. NOELs based on 
cholinergic effects noted in human studies should only require a lOx 
uncertainty factor, since an interspecies extrapolation factor from 
animals to humans is unnecessary. For RBC and brain AChE activity the 
threshold for defining a NOEL should be less than or equal to 20% 
difference from control activity in all species. For risk assessment 
purposes, duration and route of the study should reflect the expected 
duration and route of exposure for humans (i.e., a 21-d or 28-d dermal 
study for subchronic occupational dermal exposure assessment) . When dermal 
data are not available, a subchronic oral toxicity study and an 
appropriate dermal penetration factor should be used. A general default of 
10% absorption should be used, analogous to the United Kingdom and German 
exposure models that are widely used in Europe. The recommendations in 
this document are generally consistent with current risk assessment 
procedures used by Canada, the European Community (EC), and the United 
Kingdom (UK) . 
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The acetylcholinesterase inhibitor, ENA 713 
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by scopolamine in an operant DNMTP task in rats. 
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AB Rationale: The disruption of working memory in the delayed non-matching to 
position (DNMTP) task by the muscarinic antagonist, scopolamine, is 
considered to be a model of the spatial working memory deficit in 
Alzheimer's disease (AD) patients. Objective: To investigate whether ENA 
713 (Exelon) (0.1, 0.5 mg/kg, IP), an acetylcholinesterase 
inhibitor, would reverse the effects of scopolamine in the DNMTP task. 
Methods: Male Lister Hooded rats were trained to criterion in an operant 
DNMTP task (0- to 16-s delay intervals) before receiving vehicle, 
scopolamine (0.05 mg/kg, SO) alone, ENA 713 (0.1, 0.5 mg/kg, IP) alone, or 
combinations of scopolamine and ENA 713, in two variations of the task - 
with and without barriers inserted between the food magazine and the two 
levers. Barriers were inserted to prevent the use of positional strategies 
to perform the task, since this behaviour may confound the conclusions of 
the effect of drugs on working memory. Results: It was found that: (i) 
scopolamine significantly reduced choice accuracy delay-dependently in 
both test situations while modifying non-mnemonic measures of task 
performance delay-independently, indicating an impairment of working 
memory; (ii) ENA' 713 (0.5 mg/kg) significantly attenuated the 
scopolamine-induced impairment of working memory and significantly reduced 
the scopolamine-induced changes in some non-mnemonic measures of task 
performance; (iii) the presence of barriers did not alter the effects of 
scopolamine and ENA 713 on working memory. Conclusion: ENA 713 reversed 
the working memory deficit induced by scopolamine. These results are 
consistent with the attenuation of learning and memory disruptions due to 
cholinergic dysfunction by ENA 713 in other preclinical assays, and 
predict a drug- induced improvement in working memory in AD patients. 
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AB Glucose and the acetylcholinesterase inhibitor tacrine were 

tested, alone and in combination, in mice of the CD-I strain subjected to 
five daily shuttle-box training sessions. Pretraining intraperitoneal 
administration of glucose alone (50-400 mg/kg) had no significant effect, 
while tacrine alone (0.5-3 mg/kg) improved avoidance acquisition at the 
dose of 2 mg/kg only. Significant avoidance learning improvements were 
instead produced by 50 or 100 mg/kg glucose combined with 0.5 or 1 mg/kg 
tacrine. The effects on shuttle-box avoidance acquisition produced by 
glucose combined with a cholinomimetic agent support the hypothesis that 
cholinergic mechanisms may be involved in the action of glucose on 
learning and memory. However, the main finding of the present study is 
related to the enhancement by glucose of the learning improving action of 
a drug clinically used as cognitive enhancer. 
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Learning and memory of rats after long-term administration 
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A set of four learning and memory tests (Morris Maze I for reference 
memory, Morris Maze II for working memory, one-way active avoidance, and 
passive avoidance) were employed to address the questions whether 
parathion impaired cognitive functions after low, long-term exposure and 
could cause persistent changes in cognition. Motor activity and general 
behavior were investigated in a functional observational battery. 
Parathion was administered in rat food in low doses which caused no 
clinical symptoms and no or borderline brain acetylcholinesterase 
inhibition. Parathion doses of 0.5, 2, or 8 ppm in rat food produced the 
averaged uptake of 24, 100, or 400 .mu.g/kg body weight per group per day 
in male rats and 36, 152, or 550 .mu.g/kg per day in female rats in week 
13. Learning tests were performed in weeks 1 to 4 and 10 to 14, as well as 
30 to 34 weeks after the end of treatment, when the male and female rats 
were about 13 months old. Low doses of parathion given daily for 13 weeks 
had no cumulative or adverse effects on learning and memory, either during 
treatment or after the extended treatment- free period, in any of the 
tests. A significant improvement of learning compared to control observed 
in the Morris Water Maze I during the first week of treatment (males dose 
group 0.5 ppm) shows that parathion can improved cognitive functions in 
rats. Results of the study indicate that adverse effects changing learning 
and memory in animals may occur only at higher doses of organophosphates, 
at which the peripheral and brain acetylcholinesterases are 
inhibited to a greater extent than those in the present study. 
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task-specific regional cerebral blood flow during working 
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SUMMARY LANGUAGE: English 

AB Modulation of the cholinergic neurotransmitter system results in changes 
in memory performance, including working memory (WM) , in animals and in 
patients with Alzheimer disease. To identify associated changes in the 
functional brain response, we studied performance measures and regional 
cerebral blood flow (rCBF) using positron emission tomography (PET 
) in healthy subjects during performance of a WM task. Eight control 
subjects received an infusion of saline throughout the study and 13 
experimental subjects received a saline infusion for the first 2 scans 
followed by a continuous infusion of physostigmine, an 
acetylcholinesterase inhibitor, for the subsequent 8 scans. rCBF 
was measured using H2150 and PET in a sequence of 10 PET 
scans that alternated between rest and task scans. During task scans, 
subjects performed the WM task for faces. Physostigmine both improved WM 
efficiency, as indicated by faster reaction times, and reduced WM 
task-related activity in anterior and posterior regions of right 
midfrontal gyrus, a region shown previously to be associated with WM. 
Furthermore, the magnitudes of physostigmine-induced change in reaction 
time and right midfrontal rCBF correlated. These results suggest that 
enhancement of cholinergic function can improve processing efficiency and 
thus reduce the effort required to perform a WM task, and that activation 
of right prefrontal cortex is associated with task effort. 
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AB We examined the effects of p.o. administered 3- [ 1- (phenylmethyl) -4- 
piperidinyl] -1- (2, 3, 4, 5-tetrahydro-lH-l-benzazepin-8-yl) -1-propanone 
fumarate {TAK-147), a novel AChE inhibitor, on impaired learning and 
memory in animal models. At 1 to 3 mg/kg, TAK-147 ameliorated the passive 
avoidance deficit induced by diazepam. TAK-147 did not affect 
delayed-matching-to-position (DMTP) performance of normal rats at doses of 
1 to 30 mg/kg assessed by using a three-lever operant chamber, but 
9-amino-tetrahydroacridine disrupted the DMTP response at 5 to 20 mg/kg. 
Scopolamine (0.02-0.1 mg/kg s.c.) impaired DMTP performance, whereas 
methylscopolamine did not affect the DMTP task. TAK-147 ameliorated the 
impairment of DMTP performance induced by scopolamine without affecting 
the general behavior of the rats; however, 9-amino- tetrahydroacridine 
produced no significant amelioration of the impairment. The 

intraventricular injection of AF64A disrupted dif f erential-reinf orcement- 
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of-low-rate 10-sec performance in rats, as demonstrated by marked 
decreases in reinforcement rate and response efficiency. TAK-147 slightly 
increased the reinforcement rate in AF64A-treated rats at a low dose of 1 
mg/kg, but the effect was not significant statistically. TAK-147 had no 
significant effect on the duration of immobility in rats in a forced 
swimming test at doses of 2 to 10 mg/kg. 9-Aminotetrahydroacridine 
prolonged the duration, of immobility at 5 to 20 mg/kg. Furthermore, 
TAK-147 reversed reserpine-induced hypothermia and ptosis in mice at doses 
of 3 to 10 mg/kg, a result that implies an antidepressant-like action. 
These results indicate that TAK-147 ameliorates learning and memory 
impairment in animal models without affecting the general behavior or 
causing behavioral depression and suggest that TAK-147 may be useful for 
the treatment of Alzheimer's disease. 
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WO 2001000215 Al 20010104 (200114)* EN 43 
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W: AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CR CU CZ DE DK DM 
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APPLICATION DETAILS: 
PATENT NO KIND 
WO 2001000215 Al 



APPLICATION DATE 

WO 2000-US17200 20000623 



PRIORITY APPLN. INFO: US 1999-141189 19990625 

AB WO 200100215 A UPAB: 20010312 

NOVELTY - A composition for treating neurodegeneration and 
cognitive decline and dysfunction comprises a 
combination of a phytoestrogen and an acetylcholinesterase 
inhibitor or their derivatives, analogues or metabolites. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for: 

(i) a composition for treating neurodegeneration and 
cognitive decline and dysfunction comprising a 

combination of a mammalian estrogen and an acetylcholinesterase 
inhibitor or their derivatives, analogues or metabolites; 

(ii) a composition for treating neurodegeneration and 
cognitive decline and dysfunction comprises a 
combination of a phytoestrogen, a mammalian estrogen and an 
acetylcholinesterase inhibitor or their derivatives, 
analogues or metabolites; 

(iii) a composition (and method) for enhancing memory and 
concentration in mammals comprising a combination of phytoestrogen and an 
acetylcholinesterase inhibitor or their derivatives, 

analogues or metabolites; 

(iv) a method for improving memory and concentration in 
mammals comprising a combination of mammalian estrogen and an 
acetylcholinesterase inhibitor or their derivatives, 
analogues or metabolites; 

(v) a soy-derived material in combination with an 
acetylcholinesterase inhibitor to improve memory 

and concentration in animals. 

ACTIVITY - Nootropic; Neuroprotective. 

MECHANISM OF ACTION - Acetylcholinesterase 

inhibitor; Estrogenic. 
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USE - The composition is useful for treating neurodegeneration and 
cognitive decline and dysfunction, especially in normal 

cycling pre-perimenopausal women, menopausal women, post-menopausal women 
and those at risk of developing memory irr^airment. The 

composition is especially useful for treating conditions associated with 
Alzheimer's disease, ageing, other related dementia disorders and 
menopause . 
Dwg. 0/8 
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AU 2000021609 A Based on 



WO 200033788 



PRIORITY APPLN. INFO: US 1998-111839 19981211 
AB WO 200033788 A UPAB: 20000925 

NOVELTY - Pyrrolidine or piperidine derivatives (I) and (II) are new. 

DETAILED DESCRIPTION - Pyrrolidine or piperidine derivatives of 
formula (I) and (II) are new. 

Rl = H, OH, halogen, alkoxy, CF3, CN, carboalkoxy, alkanoyl or 
' alkylsulf onyl or optionally substituted alkyl, cycloalkyl, aryl, aralkyl, 
haloalkyl or haloalkoxy; 
n = 1-4; 

R2 = OR5 or NR6R7; 

R3 = H, OH, halo, alkoxy, optionally substituted straight chain 
alkyl, branched alkyl, cycloalkyl, aryl, aralkyl, alkaryl, haloalkyl or 
haloalkoxy; 

R5 = optionally substituted alkyl, cycloalkyl, aryl, aralkyl, alkaryl 
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or haloalkyl; 

R6, R7 = H or optionally substituted alkyl, cycloalkyl, aryl, 
aralkyl, alkaryl, alkanoyl, aroyl, aralkanoyl or alkaroyl; or 

NR6R7 = azetidine, morpholine, pyridine or piperidine; 
Ra, Rb = H; or 
Ra+Rb = O; 
m = 1 or 2; 
provided that: 

(1) when R5 = alkyl, alkaryl or aralkyl, Ra and Rb = H; 

(2) when one of R6 and R7 = aryl, Ra and Rb = H; 

(3) when R5 = H, Ra and Rb = H; and 

(4) when R6 and R7 = H, Ra and Rb = H. 
p is not defined. 

ACTIVITY - Nootropic. 

Male Wistar rats were trained in a one-trial step-through light-dark 
passive avoidance paradigm where the dark compartment administered a 0.75 
mA scrambled electric shock when the animal had all four paws in 
the dark area. The animals were tested for recall of this 
inhibitory stimulus by placing them in the light compartment and noting 
the time taken to enter the dark compartment. 

l-Benzylpyrrolidine-2- (N-benzyl) carboxamide (la) at 30 mg/kg extended 
the latency to 447 plus or minus 106 seconds, compared with 559 plus or 
minus 28 seconds for saline controls, 544 plus or minus 61 seconds for 
(la) with scopolamine (0.8 mg/kg) and 52 plus or minus 12 seconds for 
scopolamine alone (scopolamine is used to induce amnesia) . 

MECHANISM OF ACTION - Acetylcholinesterase 
inhibitor. 

USE - As acetylcholinesterase inhibitors to 

enhance cognition and for treatment of memory impairment in 
Alzheimer's disease, senile dementia and similar disorders. 

ADVANTAGE - Avoids the toxicity problems associated with tacrine-type 
prior art drugs. 
Dwg. 0/0 
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APPLICATION 
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EP 1050303 A2 EP 2000-303253 20000413 
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CA 2306574 Al 
JP 2000309545 A 



CA 2000-2306574 
JP 2000-114594 



20000425 
20000417 



PRIORITY APPLN. INFO: US 1999-131243 19990427 

AB EP 1050303 A UPAB: 20010116 

NOVELTY - Method of treating an age-related 
behavior disorder, inappropriate elimination, 
memory loss, disorientation or confusion or 
improving the cognitive process or social 
interactions or adjusting the sleep-wake cycle 
in a corapanion animal comprising administering an 
acetyl choline esterase inhibitor 
(I) . 

ACTIVITY - Nootropic; neuroprotective; antidepressant, 

MECHANISM OF ACTION - Acetyl choline 
esterase inhibitor. 

USE - For treating an age-related behavior 
disorder (preferably cognitive dysfunction 
syndrome or involutive depression) , inappropriate 
elimination, memory loss, disorientation or 
confusion or improving the cognitive process 
or social interactions or adjusting the sleep 
-wake cycle in a companion animal, 

preferably a dog or cat. Assays are described, but no 
results given. 
Dwg. 0/0 
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New huperzine A derivatives - used to treat Alzheimer *s 
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APPLICATION DETAILS: 
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APPLICATION 
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WO 1998-US18260 
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AU 9889259 A Based on WO 9911625 

PRIORITY APPLN. INFO: US 1997-922734 19970903 

AB WO 9911625 A UPAB: 19990503 

NOVELTY - Huperzine A derivatives (I) are new. DETAILED DESCRIPTION - 
Huperzine A derivatives of formula (I) and their salts are new. X = O or 
S; Y = O, S, CH2, CH(R), C(R)(R), CH=CH, C(R)=CH, CH=C(R), C(R)=C(R), NH 
or N{R); p = 0-1; R = phenyl, 2-24C alkyl, 2-24C alkenyl, 2-24C alkynyl, 
3-24C cycloalkyl, 3-24C cycloalkenyl, adamantyl, bicyclo (m. n . o) alkyl and 
all positional isomers of furyl, thienyl, quinolyl, isoquinolyl, indolyl, 
naphthyl, anthracenyl, biphenylyl, tetrahydronaphthyl, indanyl, 
phenanthrenyl, pyrrolyl, imidazolyl, pyrazolyl, pyridyl, pyrazinyl, 
pyrimidinyl, pyridazinyl, isoxazolyl, isothiazolyl, imidazolidinyl, 
pyrazolidinyl, piperidinyl, piperazinyl or morpholinyl (all optionally 
substituted by one or more halo, CF3, phenyl, 1-8C alkyl, 2-8C alkenyl, 
2-8C alkynyl, OH, 0-(l-8C) alkyl, 0-(2-8C) alkenyl, 0-(2-8C) alkynyl, 
0C(0)-(1-8C) alkyl, OC (O) -2-8C alkenyl, OC(0)-2-8C alkynyl, SH, S-(1-8C) 
alkyl, S-(2-8C) alkenyl, S-(2-8C) alkynyl, SC(0)-(1-8C) alkyl, SC(0)-2-8C 
alkenyl, SC(0)-2-8C alkynyl, CN, N02, C(0)-1(1-8C) alkyl, C(0)-(2-8C) 
alkenyl, C(0)-(2-8C) alkynyl, C02H, C02-(1-8C) alkyl, C02-(2-8C) alkenyl, 
C02-{2-8C) alkynyl, NH2, NH-mono- or di-(l-8C) alkyl, NH3+, N+ ( tri- ( 1-8C) 
alkyl, C(0)NH2, C(0)NH(1-8C) alkyl, C (O) N-di- ( 1-8C) alkyl, S(0)-(1-8C) 
alkyl, S(0)-{2-8C) alkenyl, S{0)-(2-8C) alkynyl, S03H, S02-(1-8C) alkyl, 
S02-{2-8C) alkenyl or S02-(2-8C) alkynyl; m, n, o = 0-10; m + n + o = 2-24. 
and when p = 0 and X = O, C(=X)R can additionally be the C-terminus of an 
amino acid or peptide. Also included is an INDEPENDENT CLAIM for the 
preparation of (I) . 

USE - Used for treating Alzheimer's* dementia, myasthenia gravis, 
age-related memory impairment, Down's syndrome and 

glaucoma (claimed). (I) are used in humans or for veterinary use, e.g. 
dogs, particularly those used as guides for the sight impaired. 
ACTIVITY - None given. MECHANISM OF ACTION - Acetylcholinesterase 
(AChE) inhibitor. (I) was incubated with excess AChE-free human 
plasma containing an esterase that converts (I) to huperzine A. An aliquot 
of the resulting incubation mixture was removed and its ability to inhibit 
AChE measured in 50 mM sodium phosphate containing 1 mM dithionitrobenzoic 
acid (pH 8.0) at 22 deg. C, using 1 mM acetylthiocholine as the substrate. 
Inhibition of AChE was achieved by diluting a stock solution of (I) (2-5 
mM) into an enzyme solution (150-20 units of AChE/ml) in 50 mM sodium 
phosphate (pH 8.0) containing 0.01% bovine serum albumin) and measuring 
residual enzyme activity at various times. Plots of percent residual 
activity against time at each concentration were used to calculate the 
rate of inhibition (kon) . Direct measurement of the rate constant of 
regeneration of enzyme activity (koff) was initiated by a greater than 
10000 times dilution of huperzine A-inhibited AChE (2-4 mu M) to show that 
the rate of inhibition by residual initiator was negligible in the 
reactivation medium. The assay showed that (I), upon hydrolysis by plasma 
esterase, show AChE inhibition comparable to that obtained with huperzine 
A when tested under analogous conditions (Ki = 7-45 hM) . 

ADVANTAGE - (I) are more able to cross the blood-brain barrier (BBB) 
than huperzine A and. are relatively more effective at inhibiting 
acetylcholinesterase. (I) are retained in circulation in the body 
and reside in brain depots for longer periods until hydrolysed by enzymes 
to release huperzine A. Combination of enhanced transversal and brain 
residence properties leads to longer duration of action of huperzine A, 
reducing the number of daily doses required. Improved delivery to the 
brain reduces the incidence and severity of undesirable side-eff^cts of 
huperzine A administration, such as dizziness and nausea. 
Dwg. 0/0 
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1995-302470 [39] WPIDS 
C1995-135370 

Treating mammalian dementia using new and known 
pyridinium derivs. - which selectively inhibit 
acetylcholinesterase and which are nerve agent 
antidotes . 



feuCCAFUSCOT^ J; powers, J C; STARKS, K M 
(GEOR-N) GEORGIA TECH RES CORP 
20 



PATENT NO 
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WO 9521822 Al 19950817 (199539)* EN 83 

RW: AT BE CH DE DK ES FR GB GR IE IT LU MC NL PT SE 
W: AU CA JP ' 
A 19950829 (199548) 
A 19980203 (199812) 36 
A ■ 19980310 (199817) 30 



AU 9513383 
US=5c3^:63^47 
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KIND 



APPLICATION 



DATE 



WO 9521822 Al 

Al|'^^5T3S83 A 

US-^rzS461-57 A 

US [572.631^ A 



Div ex 



WO 1994-US14220 
AU .1995-13383 
US 1994-193217 
US 1994-193217 
US 1996-723293 



19941209 
19941209 
19940208 
19940208 
19960930 
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PATENT NO 
WO 9521822 



PRIORITY APPLN. INFO: US 1994-193217 

19960930 

AB WQ ^. 952182 2-A-^-gAB-:— 1-9-9 51W4 



19940208; US 1996-723293 



j^^scX i rig manunaj^iaj^^ — o±^a^iy:.i di ni^mI3eJJ*y . o f 
fornuxta (iT^ (II) or (III) and any counter ion to make salts: Xa = X and 
Xb and Xc = H; or Xa = H; Xb = XI and Xc = B; Z = 1-6C alkyl, opt. substd. 
by 1-2 opt. substd. phenyl or naphthyl; X = OH, 1-6C alkylNHC02, (1-6C- 
alkyl)2NC02, 1-6C f luoroalkylNHC02 or (1-6C f luoroalkyl ) 2NHC02 ; Y = O or ■ 
S; R2 = H, opt. substd. 1-6C alkyl, pentaf luorophenyl, opt. substd. 
phenyl, 1-6C alkyl-(opt. substd. phenyl), or naphthyl; R3, R8 = H, 1-6C 
alkyl, opt. substd. phenyl, pentaf luorophenyl or 1-6C alkyl-(opt. substd. 
phenyl); B = H or 1-6C alkyl; Xd = X* and Xe, Xc = H; or Xd = H, Xe = X' 
and Xc = B; R4 = opt. substd. 1-6C alkyl; q' = 3-8; R», R*', R»'» = H, 
1-6C alkyl, 1-6C fluoroalkyl, 1-6C alkyl- (opt. substd. phenyl) or 1-6C 
f luoroalkyl- (opt . substd. phenyl); R7 = R2 with the exception of H. (I) 
are new where R2 = pentaf luorophenyl, naphthyl or opt. substd. phenyl. 
Also claimed are pyridinium derivs. of formula (IV ) : R5/, == 
pentaf luorophenyl, opt. substd. phenyl or naphthyl; R6* = H, 1-6C alkyl, 
opt . substd. phenyl, pentaf luorophenyl— or-^(.l.-6,C_.a_lkyl ) - (opt . substd. 

phenyl )^^______ ''^'^ — — — 

^^Jh5^__CEdS----3^1retrtlvely inhibit ace tylcholinestja rase 

and are useful as nerve agent antidotes- and prophylactics .'- Certain 

unspecified quat. pyridinium derivs. offer in vivo protection against the 
nerve agents Somon and Tabun and other orgaiiophosphate-poi-son"S-r"They are 

also useful to treat e.g. myasthenia— gravis, Alzheimer'''s^cii~sease, 

Searched by Ba-i:b_jD_LBryen7^STiC 308-4291 



Jones 09/518408 



Page 49 



presenile dementia of the Alzheimer type, Korsakoff's syndrome, 
age-related memory impairment, multi-inf arct dementia. 
Parkinsonian dementia, Down's syndrome and postraumatic dementia. 

(I) are different from other centrally acting AChE inhibitors used to 
treat Alzheimer's patients in that the molecules retain a permanent 
positive charge and may stimulate cholinergic receptors as well as inhibit 
esterase. (I) have enhanced hydrophobicity allowing them to cross the 
blood-brain barrier. (I) also stimulate nicotinic and/or nuxarinic 
receptors in the CNS. 
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1991-165984 [23] WPIDS 
C1991-071824 

New/-4c^a mino-quinoline derivs. with fused heterocyclic 

r i ng-— Zake^ jicetyl^holine ^ 

estiera^e^^fiiSitors for treating senile 
dementia and Alzheimer's disease. 
B02 
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(USED USE IND LTD; (UBEI) UBE INDUSTRIES KK 
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PATENT NO 
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LA 



PG 



EP 430485 A 19910605 (199123) 

R: DE FR GB 

JP 03220189 A 19910927 

EP 430485 A3 19920122 



(199145) 
(199322) 



APPLICATION DETAILS: 
PATENT NO KIND 



APPLICATION 



DATE 



EP 430485 A 
JP 03220189 A 
EP 430485 A3 



EP 1990-312392 
JP 1990-322393 
EP 1990-312392 



19901113 
19901128 
19901113 



PRIORITY APPLN. INFO: JP 1989-307591 19891129 

AB ^P 431D'4'8 5~-A^UPAB~:— 19 9 3-l;l 1 5 

guirBoll ne derivat iV^^Ja]g7formula (I) and their acid addition salts are 
new. Rl, R2 = H, Halo, lower alkyl, CF3, OH, lower alkoxy, lower 
alkanoyloxy, N02, NH2 or lower alkanoylamino; R3 = H, 1-15C alkyl, 
cycloalkyl, 7-15C aralkyl (optionally substituted by halo, lower alkyl or 
lower alkoxy, N02, OH or NH2); n = 2-5. 

Specifically claimed (I) are e.g. 4-amino-l-methyl-2 , 3-dihydro 
-IH-pyrrolo (2, 3-b) quinoline, 5-amino-8-chloro-l- (m-methoxybenzyl ) 
-1, 2, 3, 4-tetrahydrobenzo (b) (1, 8 ) -napthylidine and 5-amino-8-chloro-l- 
(m-hydroxybenzyl) -1, 2, 3, 4-tetrahydrobenzo (b) ( 1, 8 ) napthylidine . Dose is 
0.1-1000 (l-5aa)-jng:Zday. 

US E / ADVmmGE"-^^^^^^ii^:^^ ine 
esterase by acting on central neuroH^^nd=^siiow:;^en;ef icial effects 
on learning and memory tasks in amnesiac model an imals 

. (I) are used^ for^ the prophylaxis and treatment drf~sBTLXle- deme nPa^rrandL^ 
Al*sh^ijne r ^s"'^l^sease _^nd^have-^'0 w^t ox'i^ i t y . @ ( 3 Ipp Dwg . No . 0 / 0 ) @ 
0/0 ^ 
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New fused tri - and tetra cyclic derivs. of 
4-ainino-quinoline cpds. - useful in treating alzheimer's 
disease and senile dementia. 
B02 

KAWAKAMI, H; KITANO, M; OHUCHI, R; ONO, K 
(SUMU) SUMITOMO PHARM CO LTD 
15 



PATENT NO 



KIND DATE 



WEEK 



LA 



PG 



EP 268871 A 19880601 (198822)* EN 73 

R: AT BE CH DE ES FR GB GR IT LI LU NL SE 

JP 63166881 A 19880711 (198833) 

DK 8705690 A 19880501 (198837) 

JP 63225358 A 19880920 (198843) 

JP 63239271 A 19881005 (198846) 

JP 63264485 A 19881101 (198849) 

JP 64000073 A 19890105 (198907) 



APPLICATION DETAILS: 



PATENT NO 



KIND 



APPLICATION 



DATE 



EP 268871 A 

JP 63166881 A 

JP 63225358 A 

JP 63239271 A 

JP 63264485 A 

JP 64000073 A 



EP 1987-116008 
JP 1986-310931 
JP 1987-119686 
JP 1987-119687 
JP 1987-119685 
JP 1987-276238 



19871030 
19861229 
19870515 
19870515 
19870515 
19871031 



PRIORITY APPLN; INFO: JP 1986-261579 19861031; JP 1986-261580 

19861031; JP 1986-262983 19861105; JP 

1986- 310930 19861229; JP 1986-310931 
19861229; JP 1987-78483 19870330; JP 

1987- 119685 19870515; JP 1987-119686 
19870515; JP 1987-119687 19870515 

AB EP 268871 A UPAB: 19930923 

4-Aminoquinoline derivs. of formula (I) and pharmaceutically acceptable 
acid addn. salts are new, where (1) fused ring A = opt. alkyl substd. 
fused cyclopentane (a), cyclohexane (b) or cycloheptane (c) ring; R5, R6, 
R7 = H or lower alkyl; Rl = lower alkyl, halogen, CF3, N02, NH2, OH, lower 
alkylamino, lower alkanoylamino, lower alkylthio, lower alkoxy or lower 
alkoxymethyl; R2, R3 = H, halogen, lower alkyl, lower alkoxy, lower 
cycloalkyl, or opt. substd. phenyl; and R4 = H; provided that when Rl = 
lower alkyl, lower alkoxy, Cl, Br or I, and R2=R3=H; provided that when Rl 
= lower alkyl, lower alkoxy, Cl, Br or I, and R2=R3=H, then ring A = (a) 
or (c) where R5, R7 = lower alkyl; or (2) ring A = gp. of formula (d)-(i) 
where n, q, r, s = 1 or 2; p = 0 or 1; each X,Y = bond or opt. substd. 
alkylene, provided X+Contains 1-3C; R8-26 = H or lower alkyl; Rl-3 = H, 
halogen, CF3, N02, NH2, OH, lower alkyl, lower alkoxy, lower alkylamino, 
lower alkanoylamino, lower cycloalkyl, lower alkylthio, lower 
alkoxymethyl, or opt. substd. phenyl; and R4 = H, lower alkyl, aralkyl or 
diaralkyl . 

USE/ADVANTAGE - (I) are acetylcholinesterase 

inhibitors which increase brain acetylcholine levels, and have 

strong activity in amnestic models in several animals without 

adverse side effects. (I) are thus useful in treating memoiry 

dysfunctions, e.g. Alzheimer's disease and senile dementia. Adult doses 

are e.g. 1-500, pref. 5-300 mg/day, opt. divided. 
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1986-120308 [19] WPIDS 
C1986-051187 

New 4-aryl-l, 2 , 4-triazole-5-carbamate derivs. - useful as 
acetyl -choline esterase 

inhibitors, e.g. for treating Alzheimers disease. 
BOS 

ENSINGER, H; FROLKE, W; HINZEN, D; KUHN, F J; LEHR, E; 
TROGER, W; WALTHER, G; WEBER, K H 
(BOEH) BOEHRINGER INGELHEIM 
25 



PATENT NO 




EP 


180115 


A 




R: AT BE 


CH ] 


DE 


3439450 


A 


AU 


8549094 


A 


JP 


61103876 


A 


NO' 


8504276 


A 


FI 


8504178 


A 


DK 


8504913 


A 


DD 


236928 


A 


PT 


81370 


A 


HU 


40091 


T 


ES 


8701738 


A 


ES 


8704468 


A 


ZA 


8508195 


A 


CS 


8507593 


A 


C.S-B-S^M-e^-S' 


A 


CA 


1244030 


A 


SU 


1429934 


A 


SU 


1436873 


A 



WEEK 



LA PG 



19860507 (198619)* GE 28 
)E FR GB IT LI LU NL SE 

19860507 (198620) 

19860501 (198625) 

19860522 (198627) 

19860320 (198627) 

19860428 (198636) 

19860428 (198640) 

19860625 (198643) 

19861105 (198650) 

19861128 (198701) 

19870301 (198715) 

19870616 (198729) 

19870427 (198729) 

19870716 (198734)^ 

19870716 (TSBTSST 

19880322 ( 3r9-8-8-l-5-)-"^ 
TWBTTOTTT' 198848) 

19881007 (198916) 

19881107 (198922) 



APPLICATION DETAILS: 



PATENT NO 


KIND 


APPLICATION 


DATE 


EP 


180115 


A 


EP 


1985-113278 


19851019 


DE 


3439450 


A 


DE 


1984-3439450 


19841027 


JP 


61103876 


A 


JP 


1985-236563 


19851024 


ES 


8701738 


A 


ES 


1985-548206 


19851025 


ES 


8704468 


A 


ES 


1986-554373 


19860425 


ZA 


8508195 


A 


ZA 


1985-8195 


19851025 


US 


4732900 


A 


US 


1985-791184 


19851025 


SU 


1429934 


A 


SU 


1986-4028478 


19861111 


SU 


1436873 


A 


SU 


1985-3965776 


19851022 



PRIORITY APPLN. INFO: DE 1984-3439450 19841027 

AB EP 180115 A UPAB: 19930922 

Triazolo-carbamates of formula (I) and their physiologically acceptable 
acid addn. salts are new. Rl = H, 1-8C alkyl, 3-6 membered carbocyclic 
ring, benzyl or phenethyl; R2 = phenyl or pyridyl, opt. substd. by 1 or 2 
of halo. Me, MeO or CF3; R3 and R4 = H, 1-6C alkyl, 3-6C cycloalkyl or 
aryl or heteroaryl, both opt. substd. by halo, MeO, CF3 or 1-6C alkyl; or 
together they complete a satd. 5-6 membered ring opt. substd. by 1 or more 

1-4C alkyl and opt. contg. an additional N, O or S heteroatom, which if N 
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can be substd. by 1-4C alkyl or 1-3C hydroxyalkyl . 

USE - (I) are inhibitors of acetylcholine 
esterase. In animal tests they show (1) improvements in 

CNS, cortical wakening reaction; (2) increases in the proportion of REM 
sleep; (3) activation of the discharge frequency of central cholinergic 
nerve cells; (4) improvements in learning and memory 
performance; (5) improvements in the short time/long time memory 
index after admin, of muscarin cholinergic antagonists. (I) are of low 
toxicity, have no peripheral side effects and are useful in treatment of 
Alzheimer type senile dementia. 
0/0 
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=> fil reg; d stat que 1167; fil capl; d que nos 1168; fil uspatfull; d que 1169 nos 

FILE * REGISTRY' ENTERED AT 16:34:39 ON 20 MAR 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 19 MAR 2001 HIGHEST RN 328055-05-6 
DICTIONARY FILE UPDATES: 19 MAR 2001 HIGHEST RN 328055-05-6 

TSCA INFORMATION NOW CURRENT THROUGH July 8, 2000 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Structure search limits have been increased. See HELP SLIMIT 
for details. 



L165 STR 



X. 3 G3 CH2 CH2 CH2- CH2- CH2 

I C'^ ^ C^' 018 019 @20 21 @22 

6 A 11 



I 13 I 

15 Ak036 
14 



CH= CH CH= CH- G5— CH2 

023 024 025 26 27 028 



29 



G4^ 



N 
030 



31 

,G5— CH2 
032 



O— G5— CH2 
033 34 035 



38 44 50 56 

037 39 @77Ak 43.C..^ 45 078 CH249 ^X..^ 3^ 079 CH^5^ X..^ 

c ^C C ^C C "C C ^C 

42""' .^,-^40 48 '^-.^,-'^ 46 54 ^-.^x '^52 60 ''-.^-•^58 

41 47 53 59 



Page 1-A 

62 68 73 

082 CH261 ^.C. g3 . 080 Ak 67 G12^ 69 70 J^'^K 74 

C' ^^C C' ^G13 C' ^G13 

: i ill ill 

C. N C^^^G13 "=*C^^^G13 

66 64 71 / 

70 @81Ak 75 

DO 



Page 2-A 
VAR G3=0/S 
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VAR G4=H/36 

REP G5={0-2) CH2 

VAR G6=CH2/18-9 19-10/20-9 22-10/23-9 24-10/25-9 28-10/30-9 32-10/33-9 35 
-10 

VAR G9=37/77/78/79/82/80/81 
VAR G12=0/S/N 
VAR G13=CH/N 
NODE ATTRIBUTES: 
CONNECT IS El RC AT 36 
CONNECT IS E2 RC AT 77 
CONNECT IS E2 RC AT 80 
CONNECT IS E2 RC AT 81 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING{S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 82 

STEREO ATTRIBUTES: NONE 

L167 128 SEA FILE=REGISTRy SSS FUL L165 

100.0% PROCESSED 3001 ITERATIONS 128 ANSWERS 

SEARCH TIME: 00.00.07 



FILE »CAPLUS' ENTERED AT 16:34:41 ON 20 MAR 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE COVERS 1967 - 20 Mar 2001 VOL 134 ISS 13 
FILE LAST UPDATED: 19 Mar 2001 (20010319/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

Now you can extend your author, patent assignee, patent information, 
and title searches back to 1907. The records from 1907-1966 now have 
this searchable data in CAOLD. You now have electronic access to all 
of CA: 1907 to 1966 in CAOLD and 1967 to the present in CAPLUS on STN. 

The CA Lexicon is now available in the Controlled Term (/CT) field. 
Enter HELP LEXICON for full details. 

Attention, the CA Lexicon is the copyrighted intellectual property of 
the American Chemical Society and is provided to assist you in 
searching databases on STN. Any dissemination, distribution, copying, 
or storing of this information, without the prior written consent of 
CAS, is strictly prohibited. 
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L168 20 SEA FILE=CAPLUS ABB=ON L167 



FILE *USPATFULL» ENTERED AT 16:34:41 ON 20 MAR 2001 

CA INDEXING COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE COVERS 1971 TO PATENT PUBLICATION DATE: 20 Mar 2001 (20010320/PD) 
FILE LAST UPDATED: 20 Mar 2001 (2 001 0320/ED) 
HIGHEST PATENT NUMBER: US 8345926 

CA INDEXING IS CURRENT THROUGH 20 Mar 2001 (20010320/UPCA) 

ISSUE CLASS FIELDS (/INCL) CURRENT THROUGH: 20 Mar 2001 (20010320/PD) 

REVISED CLASS FIELDS (/NCL) LAST RELOMED: Dec 2000 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Oct 2000 

»> Page images are available for patents from 1/1/1997. Current «< 

>>> week patent text is typically loaded by Thursday morning and «< 

»> page images are available for display by the end of the day. * <« 

>>> Image data for the /FA field are available the following week. «< 

>>> Complete CA file indexing for chemical patents (or equivalents) «< 

>>> is included in file records. A thesaurus is available for the «< 

»> USPTO Manual of Classifications in the /NCL, /INCL, and /RPCL «< 

>>> fields. This thesaurus includes catchword terms from the «< 

>>> USPTO/MOC subject headings and subheadings. Thesauri are also «< 

>>> available for the WIPO International Patent Classification «< 

»> (IPC) Manuals, editions 1-6, in the /ICl, /IC2, /IC3, /IC4, «< 

»> /IC5, and /IC (/IC6) fields, respectively. The thesauri in «< 

»> the /IC5 and /IC fields include the corresponding catchword «< 

»> terms from the IPC subject headings and subheadings. <« 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



L165 STR 

L167 128 SEA FILE=REGISTRY SSS FUL L165 

L169 4 SEA FILE=USPATFULL ABB^^ON L167 



=> dup rem 1168,1169 

FILE • CAPLUS ENTERED AT 16:34:49 ON 20 MAR 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'USPATFULL' ENTERED AT 16:34:49 ON 20 MAR 2001 

CA INDEXING COPYRIGHT (C) 2001 AMERICAN CHEMICAL SOCIETY (ACS) 

PROCESSING COMPLETED FOR L168 

PROCESSING COMPLETED FOR L169 

L171 21 DUP REM L168 L169 (3 DUPLICATES REMOVED) 

ANSWERS '1-20* FROM FILE CAPLUS 
ANSWER '21' FROM FILE USPATFULL 

=> d ibib abs hitstr 1171 1-21; fil cao; d que nos 1170 
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L171 ANSWER 1 OF 21 CAPLUS COPYRIGHT 2001 ACS 



DUPLICATE 1 



ACCESSION NUiyBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE(S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



id benzisothiazoles as 



1998:306974 CAPLUS 
129: 4661 

Preparation o t-^g'^^z^s^owa^a 
cholinesterase inhibitors 
Villalobos, Anabella; Nagel, Arthur A.; Chen, Yuhpyng 

CODEN: USXXAM 

Patent 

English 

2 



PATENT NO. 



KIND DATE 




JS" 5538984 
PRIORITY APPLN. 
OTHER SOURCE (S) 
GI 



INFO. 



19960723 
MARPAT 129:4661 



APPLICATION NO. 



US 1993-127847 
US 1995-445814 
US 1993-127847 



DATE 



19930928 
19950522 
19930928 





AB The title compds . [I; Rl and R2 are attached to adjacent carbon atoms and 
form, together with the carbon atoms to which they are attached, a group 
II (wherein J = O, S, NR4; R4 = H, Cl-4 alkyl; R3 = H, Cl-6 alkyl; Q = 
(CH2)t; T = 1); Rl, R2 = H, OH, PhO, etc.; X = O, S; Y = (CH2)m, 0(CH2)m, 
CH:CH(CH2)n, NR4{CH2)m (n = 0-3; m = 1-2); M = CH; L = (un) substituted Ph, 
phenyl- (Cl-6 alkyl), cinnamyl, pyridylmethyl; R7, R8 = H, Cl-6 alkyl, Cl-6 
alkoxy, etc.] and their salts, useful in enhancing memory in patients 
suffering from dementia and Alzheimer's disease, were prepd. Thus, 5-step 
synthesis of the title compd. Ill.maleate, starting from Et isonipecotate, 
was described. Compds. I are effective at 0.01-1 mg/day for the av. adult 
human . 

IT 145508-55-OP 145508-58-3P 145508-74-3P 
145508-75-4P 145508-78-7P 145815-96-9P 

RL: BAC (Biological activity or effector, except adverse); RCT (Reactant) ; 
SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
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study); PREP (Preparation); USES (Uses) 

(prepn. of benzisoxazoles and benzisothiazoles as cholinesterase 
inhibitors) 
RN 145508-55-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-methoxy-3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-58-3 CAPLUS 

CN If 2-Benzisoxazole-6-carbonitrile, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-74-3 CAPLUS 

CN Acetamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] -1, 2-benzisoxazol 
6-yl]- (9CI) (CA INDEX NAME) 




RN 145508-75-4 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7"dihydro-3- [2- [1- 

(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 145815-96-9 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazol 
6-yl]-, (2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-76-5 
CMF C2 8 H2 9 N3 02 




CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2 : Z 

Double bond geometry as shown. 
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-OP 
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-IP 
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-76 


-5P 
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-6P 
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-80 


-IP 
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-82 


-3P 


145508 


-83 


_4P 


145508 


-84 
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145508 


-85 


-6P 


145508 


-87 


-8P 


145508 


-88 


-9P 


145815 


-88 


-9P 


145815 


-89 


-OP 


145815 


-90 


-3P 


145815 


-91 


-4P 


145815 


-92 


-5P 


145815 


-93 


-6P 


145815 


-94 


-7P 


145815 


-95 


-8P 


145815 


-97 


-OP 


145815 


-98 


-IP 


145816 


-00 


-8P 


145816 


-02 


-OP 


145816 


-03 


-IP 


145816 


-04 
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145816 


-05 


-3P 


145816 


-07 
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145816 


-08 
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RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
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preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of benzisoxazoles and benzisothiazoles as cholinesterase 
inhibitors) 
RN 145508-56-1 CAPLUS 

CN 1, 2-Benzisoxazole, 6- ( 4-morpholinyl) -3- [2- [1- (phenylmethyl ) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-59-4 CAPLUS 

CN 1, 2-Benzisoxazole-6-carboxamide, 3- [2- [1- (phenylmethyl )- 4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-64-1 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 3- [2- [1- [ (3-bromophenyl) methyl] - 
4-piperidinyl] ethyl] -5, 7-dihydro- (9CI) (CA INDEX NAME) 
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RN 145508-65-2 CAPLUS 

CN 6H-Pyrrolo [ 3, 2-f ] -1, 2-benzisoxazol-6-one, 3- [2- [ 1- [ (4-bromophenyl) methyl] 
4-piperidinyl]ethyl]-5, 7-dihydro- (9CI) (CA INDEX NAME) 



H 




RN 145508-66-3 CAPLUS 

CN 6H-Pyrrolo [3, 2-f] -1, 2-ben2isoxazol-6-one, 5, 7-dihydro-3- [3- [1- 
{phenylmethyl)-4-piperidinyl] propyl]- (9CI) (CA INDEX NAME) 



H 




Ph- CH2 



RN 145508-67-4 CAPLUS 

CN Isoxazolo [4, 5-g] quinolin-7 {6H) -one, 5, 8-diliydro-3- [2- [1- (phenylmetliyl ) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145508-68-5 CAPLUS 

CN 7H-Pyrrolo [2, 3-g] -1, 2-benzisoxazol-7-one, 6, 8-dihydro-3- [2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-69-6 CAPLUS 
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CN 6H-Pyrrolo [2, 3-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [ 1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-70-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) (CA 
INDEX NAME) 




RN 145508-71-0 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methyl-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




CH2- Ph 



RN 145508-72-1 CAPLUS 

CN 1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 145508-76-5 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
6-yl]- (9CI) (CA INDEX NAME) 




RN 145508-77-6 CAPLUS 

CN Benzenesulfonamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-6-yl] - (9CI) (CA INDEX NAME) 




RN 145508-80-1 CAPLUS 

CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - ( 9CI) 
(CA INDEX NAME) 




RN 145508-82-3 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 
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Br 




RN 145508-83-4 CAPLUS 

CN 1, 2-Ben2isoxazole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] - (9CI) (CA 
INDEX NAME) 




RN 145508-84-5 CAPLUS 

CN If 2-Benzisoxazole, 3- [3- [1- (phenylmethyl) -4-piperidinyl] propyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-85-6 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Ph 



RN 145508-87-8 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxa2ol-6-one, 5, 7-dihydro-7-methyl-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 145508-88-9 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxa2ol-6-one, 7-ethyl-5, 7-dihydro-3- [2- [l- 
{phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145815-88-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- (2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 



CRN 145508-70-9 
CMF C21 H24 N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




CO2H 
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RN 145815-89-0 CAPLUS 

CN 1, 2-Benzisoxa2ole, 5-methyl-3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM . 1 

CRN 145508-71-0 
CMF C22 H26 N2 O 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2 : Z 

Double bond geometry as shown. 



RN 145815-90-3 CAPLUS 

CN 1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl ) -4- 

piperidinyl] ethyl]-, (2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-72-1 
CMF C23 H28 N2 O 



Me . O, 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 





C02H 
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CO2H 

RN 145815-91-4 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [ 2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-73-2 
CMF C22 H26 N2 02 




CH2— Ph 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




CO2H 

RN 145815-92-5 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(9CI) (CA INDEX NAME) 



OMe 




RN 145815-93-6 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [ 2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 
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CRN 145815-92-5 
CMF C22 H26 N2 02 



OMe 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 

^/"^"^^ ^C02H 
H02C ^^^^ 

RN 145815-94-7 CAPLUS 

CN Acetamide, N- [3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
6-yl]-, (2E) -2-butenedioate (2:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-74-3 
CMF C23 H27 N3 02 




CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 

^..-^^^ ^C02H 
HO2C ^^^N^ 

RN 145815-95-8 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
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(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 
CM 1 

CRN 145508-75-4 
CMF C21 H25 N3 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2 : 2 

Double bond geometry as shown. 



HO2C 



CO2H 



RN 145815-97-0 CAPLUS 

CN Benzenesulf onamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2- 
ben2isoxa2ol-6-yl] (2E ) -2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-77-6 
CMF C27 H29 N3 03 S 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
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,C02H 



HO2C 



RN 145815-98-1 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [ 2- [1- 

(phenylmethyl) -4-piperidinyl] ethyl] (2Z) -2-butenedioate (1:1) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-78-7 
CMF C23 H25 N3 02 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




CO2H 



RN 145816-00-8 CAPLUS 

CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-80-1 
CMF C21 H24 N2 S 




CM 2 
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CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 



Double bond geometry as shown. 



H02C 




C02H 



RN 145816-02-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-82-3 
CMF C21 H23 Br N2 O 



Br ^^-^ . O- 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2 : Z 

Double bond geometry as shown. 



RN 145816-03-1 CAPLUS 

CN 1, 2-Benzisoxa2ole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] 
(2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-83-4 
CMF C2 0 H22 N2 02 




CH2- Ph 




C02H 
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CM 2 

CRN 110-17-8 
,CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
CO2H 

HO2C ^^N^ 

RN 145816-04-2 CAPLUS 

ON 1, 2-Benzisoxazole, 3- [3- [ 1- (phenylmethyl ) -4-piperidinyl] propyl ] 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-84-5 
CMF C22 H26 N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




CO2H 



RN 145816-05-3 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl) -4-piperidinyl] ethenyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 
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CRN 145508-85-6 
CMF C21 H22 N2 O 
CDES 2:E 



Double bond geometry as shown. 




O, 




Ph 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 



RN 145816-07-5 CAPLUS 

CN 6H-Pyrrolo[3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-7-methyl-3- [2- [1- 
(phenylmethyi) -4-piperidinyl ] ethyl] monomethanesulf onate ( 9CI ) (CA 
INDEX NAME) 

CM 1 

CRN 145508-87-8 
CMF C24 H27 N3 02 




CO2H 



Me 




Ph- CH2 



CM 



2 



CRN 75-75-2 
CMF C H4 03 S 
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HO- S- CH3 

II 

O 



RN 145816-08-6 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 7-ethyl-5, 7-dihydro-3- [ 2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] monomethanesulf onate (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-88-9 
CMF C25 H2 9 N3 02 



Et 




O 



Ph- CH2 



CM 2 

CRN 75-75-2 
CMF C H4 03 S 



O 



HO- S- CH3 

II 

O 
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GI 



r7 




III 



AB The invention relates to compds . I [Rl, R2 = H, OH, alkoxy, 

(un) substituted PhCH20, PhO, Ph, or PhCH2, halo, N02, nitro, cyano, 
(un) substituted amino, etc.; or R1R2 may form certain heterocyclic rings; 
X = O, S, CH:CH, CH:N, N:CH, N:N, NR4; R4 = H, alkyl; Y = (CH2)m, 
CH:CH(CH2)n, NR4(CH2)m, or 0(CH2)m; n = 0-3 and m = 1-3; M = CH or N; L = 
(un) substituted Ph, phenylalkyl, cinnamyl, pyridylmethyl, or sidechains 
contg. other 5-membered arom. heterocycles; R7, R8 = H, alkyl, 
alkoxycarbonyl, alkylcarbonyl, alkoxy, with the proviso that alkoxy is not 
attached to a C which is adjacent to N] . I are cholinesterase inhibitors, 
us^eful for enhancing memory in patients suffering from dementia and 
AlzrfesiiEftgjgJ^pMS^dfS^se (no data) . Examples include 36 syntheses of I plus 
various salts and intermediates. For instance, Et isonipecotate underwent 
N-BOC protection (94%), redn. of the ester with LiAlH4 to give the 
(hydroxymethyl ) analog (93%), and conversion of this to the (iodomethyl) 
analog, i.e. 4- (iodomethyl) -1-piperidinecarboxylic acid 1, 1-dimethylethyl 
ester (II) (92%). Then, 3-methyl-l, 2-benzisoxazole was . alpha . -lithiated 
with LiN(Pr-iso)2 and coupled with II (42%), followed by deprotection and 
N-benzylation (73%) to give title compd. Ill, which was converted to its 
maleate (87%) . 
IT 145508-55-OP 145508-58-3P 145508-74-3P 
145508-75-4P 145508-78-7P 

RL: BAG (Biological activity or effector, except adverse); RCT (Reactant); 
SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of piperidyl-contg . benzisoxazole and benzisothiazole derivs. 
as cholinesterase inhibitors) 
RN 145508-55-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-58-3 CAPLUS 

CN 1, 2-Benzisoxazole-6-carbonitrile, 3- [2- [1- (phenylmethyl) -4- 

piperidinyl] ethyl]- {9CI) (CA INDEX NAME) 
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RN 145508-74-3 CAPLUS 

CN Acetamide, N- [3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
6-yl]- (9CI) (CA INDEX NAME) 




RN 145508-75-4 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




145508 


-56 


-IP 


145508 


-57 


-2P 


145508 


-59 


-4P 


145508 


"64 


-IP 


145508 


-65 


-2P 


145508 


-66 


-3P 


145508 


-67 


-4P 


145508 


-68 


-5P 


145508 


-69 


-6P 


145508 


-70 


-9P 


145508 


-71 


-OP 


145508 


-72 


-IP 


145508 


-73 


-2P 


145508 


-76 


-5P 


145508 


-77 


-6P 


145508 


-80 


-IP 


145508 


-82 


-3P 


145508 


-83 


-4P 


145508 


-84 


-5P 


145508 


-85 


-6P 


145508 


-87 


-8P 


145508 


-88 


-9P 


145815 


-88 


-9P 


145815 


-89 


-OP 
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145815-90-3P 145815-91-4P 145815-92-5P 
145815-93-6P 145815-94-7P 145815-95-8P 

145815- 96-9P 145815-97-OP 145815-98-lP 

145816- 00-8P 145816-02-OP 145816-03-lP 
145816-04-2P 145816-05-3P 145816-07-5P 
145816-08-6P 

RL: BAG (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of piperidyl-contg . benzisoxazole and benzisothiazole derivs. 
as cholinesterase inhibitors) 
RN 145508-56-1 CAPLUS 

CN 1, 2-Benzisoxazole, 6- ( 4-morpholinyl ) -3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-59-4 CAPLUS 

CN 1, 2-Benzisoxazole-6-carboxamide, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145508-64-1 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 3- [2- [1- [ (3-bromophenyl ) methyl ] - 
4-piperidinyl] ethyl] -5, 7-dihydro- (9CI) (CA INDEX NAME) 



Searched by Barb O'Bryen, STIC 308-4291 



Jones 09/518408 Page 77 



H 




Br 



RN 145508-65-2 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 3- [2- [1- [ (4-bromophenyl) methyl] - 
4-piperidinyl]ethyl]-5,7-dihydro- (9CI) (CA INDEX NAME) 



H 




RN 145508-66-3 CAPLUS 

CN 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [3- [1- 
(phenylmethyl)-4-piperidinyl] propyl]- (9CI) (CA INDEX NAME) 



H 




RN 145508-67-4 CAPLUS 

CN Isoxazolo [ 4, 5-g] quinolin-7 (6H) -one, 5, 8-diliydro-3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl]etliyl]- (9CI) (CA INDEX NAME) 



H 




RN 145508-68-5 CAPLUS 

CN 7H-Pyrrolo [2, 3-g] -1, 2-benzisoxazol-7-one, 6, 8-dihydro-3- [2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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CH2-CH2 




Ph— CH2 



RN 145508-69-6 CAPLUS 

CN 6H-Pyrrolo [2, 3-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145508-70-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - (9CI) 
INDEX NAME) 



(CA 




CH2-CH2 




N^ 



' CH2— Ph 



RN 145508-71-0 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methyl-3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] 
(9CI) (CA INDEX NAME) 
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RN 145508-72-1 CAPLUS 

CN 1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl ) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-73-2 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
OCX) (CA INDEX NAME) 




RN 145508-76-5 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl ] ethyl] -1, 2-benzisoxazol- 
6-yl]- (9CI) (CA INDEX NAME) 



Ph- C— NH 




CH2- CH2 




CH2- Ph 



RN 145508-77-6 CAPLUS 
CN Benzenesulf onamide, N-[3-[2-[l- 
benzisoxazol-6-yl] - (9CI) (CA 



■ (phenylmethyl) 
INDEX NAME) 



-4-piperidinyl] ethyl] -1, 2- 
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O 

II 

Ph— S— NH 




CH2- CH2 




^ CH2- Ph 



RN 145508-80-1 CAPLUS 
CN 1, 2-Benzisothiazole, 
(CA INDEX NAME) 



3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - (9CI) 




RN 145508-82-3 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-83-4 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] - ( 9CI) (CA 
INDEX NAME) 




RN 145508-84-5 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [1- (phenylmethyl) -4-piperidinyl] propyl] - {9CI) 
(CA INDEX NAME) 
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RN 145508-85-6 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 145508-87-8 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-7-inethyl-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-88-9 CAPLUS 

CN 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 7-ethyl-5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145815-88-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 
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CM 



1 



CRN 
CMF 



145508-70-9 
C21 H24 N2 O 




N 




CH2-CH2 




CH2- Ph 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2 : Z 

Double bond geometry as shown. 



RN 145815-89-0 CAPLUS 

CN 1, 2-Ben2isoxazole, 5-methyl-3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-71-0 
CMF C22 H26 N2 0 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2 : Z 

Double bond geometry as shown. 




C02H 




CH2- Ph 



Searched by Barb O'Bryen, STIC 308-4291 



Jones 



09/518408 




CO2H 

RN 145815-90-3 CAPLUS 

CN 1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl ) -4- 

piperidinyl] ethyl]-, {2Z) -2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-72-1 
CMF C23 H28 N2 O 




CH2- Ph 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 




RN 145815-91-4 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-73-2 
CMF C22 H2 6 N2 02 




CM 2 
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CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




C02H 

RN 145815-92-5 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] - 
(9CI) (CA INDEX NAME) 



OMe 




RN 145815-93-6 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145815-92-5 
CMF C22 H26 N2 02 



OMe 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 

^^-^^ CO2H 
HO2C ^^^^ 
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RN 145815-94-7 CAPLUS 

CM Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-ben2isoxazol- 
6-yl]-, (2E) -2-butenedioate (2:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-74-3 
CMF C23 H27 N3 02 



AcNH / O, 



CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 



RN 145815-95-8 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 3- [2 - [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-75-4 
CMF C21 H25 N3 O 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 





E 




CH2- Ph 
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CO2H 

RN 145815-96-9 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxa2ol- 
6-yl]-/ (2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-76-5 
CMF C2 8 H29 N3 02 




CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2 : Z 

Double bond geometry as shown. 




RN 145815-97-0 CAPLUS 

CN Benzenesulfonamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] -1, 2- 
benzisoxa2ol-6-yl] (2E ) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-77-6 
CMF C27 H29 N3 03 S 
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O 



II 



Ph~S-NH 




II 



N 



O 





CH2-CH2 



CH2-~ Ph 



CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 



RN 145815-98-1 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 

(phenylmethyl) -4-piperidinyl] ethyl] (2Z) -2-butenedioate (1:1) (9CI) {CA 
INDEX NAME) 

CM 1 

CRN 145508-78-7 
CMF C23 H25 N3 02 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 




E 



H 




Ph- CH2 




CO2H 



RN 145816-00-8 CAPLUS 
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CN 1, 2-Benzisothiazole, 3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] - , 
{2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-80-1 
CMF C21 H24 N2 S 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 



RN 145816-02-0 CAPLUS 

CN 1, 2-Benzisoxa2ole, 6-bromo-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-82-3 
CMF C21 H23 Br N2 O 



Br . O, 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 





C02H 
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HO2C 




CO2H 



RN 145816-03-1 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] 
(2E)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-83-4 
CMF C20 H22 N2 02 



CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 



RN 145816-04-2 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [1- (phenylmethyl ) -4-piperidinyl] propyl] 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-84-5 
CMF C22 H2 6 N2 O 




CH2— Ph 




E 




CH2- Ph 



CM 



2 



CRN 110-16-7 
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CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 



HO2C 




CO2H 



RN 145816-05-3 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-85-6 
CMF C21 H22 N2 O 
CDES 2:E 

Double bond geometry as shown. 




Ph 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 




CO2H 



RN 145816-07-5 CAPLUS 

CN 6H-Pyrrolo[3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-7-methyl-3- [2- [ 1 
(phenylmethyl) -4-piperidinyl] ethyl] monomethanesulf onate ( 9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-87-8 
CMF C24 H27 N3 02 
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Me 




CH2— CH2 




Ph- CH2 



CM 2 

CRN 75-75-2 
CMF C H4 03 S 



O 

II 

HO- S- CH3 

II 

O 

RN 145816-08-6 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 7-ethyl-5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] monomethanesulf onate (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-88-9 
CMF C25 H29 N3 02 




CH2-CH2 




Ph- CH2 



CM 



CRN 75-75-2 
CMF C H4 OS S 



HO- S- CH3 

II 

O 
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CAPLUS 




1996: 191579 
124:343282 

Substituted 3- (aminoalkvlamino) -1^ 2- lDjE^izis oxa2oles and 
^^S^5pseful as antidepressants 
,;.^Jalei:mp,,_^^ G . 
3^S'eeu%i^e-l--^B5©©C"PO'Ba ted, USA 
pprry cont."-in-part of U. S. Ser. No. 980, 021, 
abandoned. 
CODEN: USXXAM 
Patent 
English 
2 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 




5X49918 
WO 9412495 

W: AU, CA, 
RW: AT, BE, 
EP 669920 

R: AT, BE, 
JP 08506094 
FI 9502481 
NO 9502018 
US 5580982 
US 6046203 
US 5925766 
US 5756754 
PRIORITY APPLN. INFO 



OTHER SOURCE (S) : 
GI 



AA 1^'^60'9 
Al 19940609 
FI, JP, KR, NO, NZ 
CH, DE, DK, ES, FR, 

Al 19950906 
CH, DE, DK, ES, FR, 
T2 19960702 
A 19950522 
A 19950522 
A 19961203 
A 20000404 
A 19990720 
A 19980526 



US 1993-150301 
CA 1993-2149918 
WO 1993-US11416 



MARPAT 124:3432 



GB, GR 

EP 1 
GB, GR 

JP 1 

FI 

NO 

US 

US 

US 

US 

US 

US 

wo 
us 
us 

82 



IE, IT, LU, 

994- 902374 
IE, IT, LI, 

993-513352 

995- 2481 
995-2018 
995-470520 
995-471197 
997-816817 
997-878876 

992- 980021 

993- 150301 
993-US11416 
995-469278 
995-470393 



19931112 
19931122 
19931122 

MC, NL, PT, SE 
19931122 

LU, MC, NL, PT, SE 
19931122 
19950522 
19950522 
19950606 
19950606 
19970318 
19970619 
19921123 
19931112 
19931122 
19950606 
19950606 



Rl 




AB Title compds. I [Rl = H, alkyl, aralkyl, alkoxycarbonyl, 

(di ) (alkyl ) aminocarbonyl, etc.; X = H, alkyl, alkoxy, halo, 
(un) substituted OH or NH2; Y = O, S, (un) substituted NH; R2 = (CH2)m-Am 
where Am = ( thio) morpholino, (un) substituted NH2, piperidinyl, pyridyl, 
piperazino; or NR1R2 forms cyclic amine; m - 2-7; n = 0-3] and their 
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pharmaceutically acceptable addn. salts, optical and geometric isomers, 
and racemic mixts . are disclosed. The compds . are useful for treatment of 
various memory dysfunctions characterized by a decreased cholinergic 
function such as Alzheimer's disease. The compds. also inhibit monoamine 
oxidase (MAO), and are useful as antidepressants. For example, 
3-chloro-6-methoxy-l, 2-benzisoxasole and N-methyl-N- [2- ( 4- 
morpholinyl ) ethyl] amine were condensed by heating together in a sealed 
tube at 140. degree, for 48 h to give title compd. 11', 'In assays for 
inhibition of rat mitochondrial MAO (types A and B) in vitro, II had IC50 
values of 13 and >103 .mu.M, vs. 0.18 and 23 for the std. brofaromine. 

IT 176672-55-2P 176672-56-3P 

RL: BAG (Biological activity or effector, except adverse) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of ( aminoalkylamino) benzisoxazoles as antidepressants and 
cholinomimetics ) 

RN 176672-55-2 CAPLUS 

CN 1, 2-Benzisoxazol-3-amine, 6-methoxy-N-methyl-N- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl]-, hydrochloride (2:3) (9CI) (CA INDEX NAME) 




• 3/2 HCl 



RN 176672-56-3 CAPLUS 

CN 1, 2-Benzisoxazol-3-amine, 6-methoxy-N-methyl-N- [2- [ 1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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2000:277975 CAPLUS 
132 :308254 

Preparation of heterocyclic compounds as thermogenesis 
accelerators 

Ishihara, Yuji; Fujisawa, Yukio; Furuyama, Naoki; 

Ishichi, Yuji; Sasaki, Mitsuru 

Takeda Chemical Industries, Ltd., Japan 

PCT Int. Appl., 260 pp. 

CODEN: PIXXD2 

Patent 

Japanese 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 
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WO 2000023437 

W: AE, AL, 
EE, GD, 
LT, LV, 
SL, TJ, 
KZ, MD, 
RW: GH, GM, 
DK, ES, 
CG, CI, 
AU 9961236 
JP 2000186088 
JP 2000186091 
PRIORITY APPLN. INFO 



OTHER SOURCE (S) : 
GI 



Al 
AM, AU, 
GE, HR, 
MA, MD, 
TM, TR, 
RU, TJ, 
KE, LS, 
FI, FR, 
CM, GA, 

Al 

A2 

A2 



20000427 
AZ, BA, 
HU, ID, 
MG, MK, 
TT, TZ, 
TM 

MW, SD, 
GB, GR, 
GN, GW, 
20000508 
20000704 
20000704 



MARPAT 132 



WO 1999-JP5705 19991015 
BB, BG, BR, BY, CA, CN, 
IL, IN, IS, JP, KG, KR, 
MN, MX, NO, NZ, PL, RO, 
UA, US, UZ, VN, YU, ZA, 



SL, SZ, TZ, UG, ZW, AT, 
IE, IT, LU, MC, NL, PT, 
ML, MR, NE, SN, TD, TG 
AU 1999-61236 
JP 1999-293493 
JP 1999-293649 
JP 1998-295213 
JP 1998-295488 
WO 1999-JP5705 

308254 



CR, 


CU, 


CZ, 


DM, 


KZ, 


LC, 


LK, 


LR, 


RU, 


SG, 


SI, 


SK, 


AM, 


AZ, 


BY, 


KG, 


BE, 


CH, 


CY, 


DE, 


SE, 


BF, 


BJ, 


CF, 



19991015 
19991015 
19991015 
19981016 
19981016 
19991015 




L— t3 




N— r1 



AB The title compds . I [Tl = (CH2)k; T2 = (CH2)m; T3 = (CHR)n; A is a benzene 
ring which may be further substituted; L is O, S or the like; n is an 
integer of 0 to 6; R is hydrogen, optionally substituted hydrocarbyl, or 
the like; Rl is optionally substituted hydrocarbyl, etc.,; R2 is hydrogen, 
acyl or the like; X is O, S, etc.; and k and m are each independently a 
no. of 0 to 5 and satisfy the relationship: 1 < k + m < 5] are prepd. I 
are useful in the treatment of obesity. The concn. of cAMP in fat cells 
in the presence of 7- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethoxy] -3- 
(phenylmethyl) -2, 3, 4, 5-tetrahydro-lH-3-benza2epine dihydrochloride (10-6 
M) was 46.7 pmol/mL, vs. 2.7 pmol/mL in control fat cells. (Thermogenesis 
is increased when the concn. of cAMP in fat cells is increased) . 
Formulations are given. 

IT 265102-86-lP 265102-87-2P 265102-88-3P 
265102-89-4P 265102-90-7P 265102-91-8P 

265102- 92-9P 265102-93-OP 265102-94-lP 

265103- 15-9P 265103-16-OP 

RL: BAC (Biological activity or effector^ 
preparation) ; THU (Therapeutic use) ; BIOL 
(Preparation); USES (Uses) 

(prepn. of heterocyclic compds. as thermogenesis accelerators) 
RN 265102-86-1 CAPLUS 

CN 5H-Isoxazolo [5, 4-h] [2] benzazepine, 6, 7, 8, 9-tetrahydro-6- (phenylmethyl) -3- 
[3- [ 1- (phenylmethyl) -4-piperidinyl] propyl] -, dihydrochloride {9CI) (CA 
INDEX NAME) 



except adverse); SPN (Synthetic 
(Biological study) ; PREP 
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/ 

Ph- CH2 



• 2 HCl 



RN 265102-87-2 CAPLUS 

CN 5H-Isoxazolo[5, 4-h] [2 ] benzazepine, 6, 7, 8, 9-tetrahydro-6- (phenylmethyl ) -3- 
[3-[l-(phenylmethyl)-4-piperidinyl]propyl]- (9CI) (CA INDEX NAME) 




/ 

Ph- CH2 



RN 265102-88-3 CAPLUS 

CN 5H-Isoxazolo[5, 4-h] [2] benzazepine, 3-[3-[l-[ (2-chlorophenyl) methyl] -4- 

piperidinyl] propyl] -6, 7, 8, 9-tetrahydro-6- (phenylmethyl) - (9CI) (CA INDEX 

n;we) 




/ 

Ph- CH2 



RN 265102-89-4 CAPLUS 

CN 5H-Isoxazolo[5, 4-h] [2] benzazepine, 3- [3- [1- [ (2-chlorophenyl ) methyl] -4- 

piperidinyl] propyl] -6, 7, 8, 9-tetrahydro-6- (phenylmethyl) dihydrochloride 
(9CI) (CA INDEX NAME) 
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/ 

Ph- CH2 



• 2 HCl 

RN 265102-90-7 CAPLUS 

CN 5H-Isoxazolo [5, 4-h] [2 ] benzazepine, 3- [3- [1- [ (3-chlorophenyl ) methyl] -4- 

piperidinyl] propyl] -6, 1 , 8, 9-tetrahydro-6- (phenylmethyl ) dihydrocliloride 
■(9CI) (CA INDEX NAME) 




/ 

Pli- CH2 



• 2 HCl 

RN 265102-91-8 CAPLUS 

CN 5H-Isoxazolo [5, 4-li] [2 ] benzazepine, 3- [3- [1- [ ( 3-chlorophenyl ) methyl ] -4- 

piperidinyl] propyl] -S, 7,8, 9-tetrahydro-6- (phenylmethyl) - (9CI) (CA INDEX 
NAME) 




/ • 

Ph- CH2 

RN 265102-92-9 CAPLUS 

CN 5H-Isoxazolo [5, 4-h] [2 ] benzazepine, 3- [3- [1- [ ( 4-chlorophenyl ) methyl] - 4- 

piperidinyl] propyl] -6, 7, 8, 9-tetrahydro-6- (phenylmethyl) - {9CI) (CA INDEX 
NAME) 
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Ph- CH2 



RN 265102-93-0 CAPLUS 

CN 5H-Isoxazolo [5, 4-h] [2 ] benzazepine, 3- [3- [1- [ ( 4-chlorophenyl ) methyl] -4- 

piperidinyl] propyl] -6,7,8, 9-tetraliydro-6- (plienylmetliyl ) dihydrochloride 
(9CI) (CA INDEX NAME) 




#2 HCl 



RN 265102-94-1 CAPLUS 

CN 5H-Isoxazolo[5, 4-h] [ 1 ] benzazepine, 3-[3-[l-[ ( 4-chlorophenyl ) methyl] -4- 

piperidinyl] propyl] -6, 7, 8, 9-tetrahydro-, dihydrochloride {9CI) (CA INDEX 
NAME) 




• 2 HCl 



RN 265103-15-9 CAPLUS 

CN 5H-Isoxazolo [4, 5-h] [3] benzazepine, 6,7,8, 9-tetrahydro-7- (phenylmethyl ) -3- 
[3- [l-(phenylmethyl)-4-piperidinyl] propyl]- (9CI) (CA INDEX NAME) 
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RN 265103-16-0 CAPLUS 

CN 5H-Isoxazolo [ 4, 5-h] [3] benzazepine, 6, 7 , 8, 9-tetrahydro-7- (phenylmethyl) -3- 
[3- [1- (phenylmethyl) -4-piperidinyl] propyl] dihydrochloride (9CI) (CA 
INDEX NAME) 




REFERENCE COUNT: 
REFERENCE (S) : 



>2 HCl 



78 

(1) 

(2) 

(3) 

(4) 

(5) 



Anon; CAPLUS 
Anon; CAPLUS 

Eisai Co Ltd; AU 9865209 A CAPLUS ' 
Eisai Co Ltd; WO 9843956 Al 1998 CAPLUS 
Eli Lilly And Company; JP 08188564 A CAPLUS 



ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2000:782696 CAPLUS 
133:344629 

Treatment of age-related behavioral disorders of pets 

with acetylcholine esterase inhibitors, and 

pharmaceutical compositions containing piperidines for 

the treatment 

Landi, Christine Mary 

Pfizer Products Inc., USA 

Jpn. Kokai Tokkyo Koho, 11 pp. 

CODEN: JKXXAF 

Patent 

Japanese 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



JP 2000309545 
EP 1050303 
R: 



A2 20001107 JP 2000-114594 20000417 

A2 20001108 EP 2000-303253 20000413 

AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 

PRIORITY APPLN. INFO.: US 1999-131243 19990427 
OTHER SOURCE(S): MARPAT 133:344629 
GI 



X- 



Rl 



r2 
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AB Age-related behavioral disorders (e.g. cognition disorder, amnesia, 

melancholia, and confusion) are treated by administration of an ED of 
piperidines I [Rl, R2 = H, Cl-6 alkoxy, (un) substituted PhCH20, halo, N02, 
amino, (un) substituted pyridylmethoxy, (un) substituted thienylmethoxy, 
etc.; X = O, S; Y = (CH2)m, CH:CH(CH2)n, 0(CH2)m, etc.; m = 1-3; n = 0-3; 
L = (un) substituted Ph, cinnamyl, pyridylmethyl , etc.; R7, R8 = H, Cl-6 
alkyl, Cl-6 alkoxycarbonyl, Cl-6 alkylcarbonyl, etc.], their salts, or 
their solvates as acetylcholine esterase inhibitors. Icopezil is effect 
for treatment of such disorders. 

IT 145508-64-1 145508-65-2 145508-66-3 
145508-68-5 145508-78-7 145508-87-8 
145508-88-9 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(treatment of age-related behavioral disorders of pets with piperidines 
as acetylcholine esterase inhibitors) 
RN 145508-64-1 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 3- [2- [1- [ ( 3-bromophenyl ) methyl] - 
4-piperidinyl]ethyl]-5, 7-dihydro- (9CI) (CA INDEX NAME) 



H 




Br 



RN 145508-65-2 CAPLUS 

CN 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 3- [2- [1- [ ( 4-bromophenyl ) methyl ] - 
4-piperidinyl] ethyl] -5, 7-dihydro- (9CI) (CA INDEX NAME) 




RN 145508-66-3 CAPLUS 

CN 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [3- [1- 
(phenylmethyl) -4-piperidinyl] propyl] - (9CI) (CA INDEX NAME) 




RN 145508-68-5 CAPLUS 

CN 7H-Pyrrolo[2, 3-g] -1, 2-benzisoxazol-7-one, • 6, 8-dihydro-3- [2- [1- 
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(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




CH2-CH2 




Ph- CH2 



RN 145508-78-7 CAPLUS 

CN" 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




CH2— CH2 




Ph- CH2 



RN 145508-87-8 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-ben2isoxazol-6-one, 5, 7-dihydro-7-methyl-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




CH2 — CH2 




Ph- CH2 



RN 145508-88-9 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 7-ethyl-5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 



/ O 




CH2-CH2 




Ph- CH2 
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2000:773886 CAPLUS 
133:331554 

Radiotracers for in vivo study of acetylcholinesterase 
and Alzheimer's disease 

Bencherif, Badreddine; Frost, James J.; Dannals, 

Robert F.; Musachio, John; Scheffel, Ursula; 

Villalobos, Anabella 

Pfizer Products Inc., USA 

Eur. Pat. Appl., 11 pp. 

CODEN: EPXXDW 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



EP 1048302 A2 20001102 EP 2000-303348 20000420 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO 

JP 2000351739 A2 20001219 JP 2000-125798 20000426 

PRIORITY APPLN. INFO.; US 1999-132113 19990430 

OTHER SOURCE(S): M7\RPAT 133:331554 
GI 



rIn 

I 



/ \ 

Y — CH NL 

\ / 



AB A preparative method for the llC-labeled piperidinyl benzisoxazolone I is 
given. Such compds . are useful as in vivo imaging agents for diagnosis of 
Alzheimer's disease. 
IT 145815-98-lP 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of llC-labeled piperidinyl benzisoxazolone for brain 
acetylcholinesterase imaging) 
RN 145815-98-1 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [ 1- 

(phenylmethyl) -4-piperidinyl] ethyl] (2Z) -2-butenedioate (1:1) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-78-7 
CMF C23 H25 N3 02 
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CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 




C02H 

IT 145508-78-7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of llC-labeled piperidinyl benzisoxazolone for brain 
acetylcholinesterase imaging) 
RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo[3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [l- 
(phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




IT 303728-79-2P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of llC-labeled piperidinyl benzisoxazolone for brain 
acetylcholinesterase imaging) 
RN 303728-79-2 CAPLUS 

CN 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-7- (methyl-llC) -3- [2- 
tl- (phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



Searched by Barb O'Bryen, STIC 308-4291 



Jones 09/518408 Page 103 




L171 ANSWER 7 OF 21 CAPLUS COPYRIGHT 2001 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000:84288 CAPLUS 
132 : 132346 

A pharmaceutical composition for the prevention and 
treatment of diseases of cognitive dysfunction in a 
mammal 

Dasilva-Jardine, Paul A. 

Pfizer Products Inc., USA 

Eur. Pat. Appl., 9 pp. 

CODEN: EPXXDW 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



EP 976404 

R: AT, BE, 
IE, SI, 
BR 9903240 
JP 2000143541 
PRIORITY APPLN. INFO 
AB 



A2 20000202 
CH, DE, DK, ES, 
LT, LV, FI, RO 
A 20000509 
A2 20000523 



FR, 



EP 1999-305938 19990726 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 



IT 



RN 
CN 



BR 1999-3240 19990729 
JP 1999-214965 19990729 
US 1998-94653 19980730 
Pharmaceutical compns . for the treatment of diseases involving cognitive 
dysfunction in a mammal comprising an estrogen agonist or antagonist or a 
pharmaceutically acceptable salt thereof; an acetyl cholinesterase 
inhibitor or a pharmaceutically acceptable salt thereof; and a 
pharmaceutically acceptable carrier. The estrogen agonists or antagonists 
and acetylcholinesterase inhibitors are present in amts. that render the 
compn. effective in the treatment of diseases of cognitive dysfunction 
including Alzheimer's Disease and Dementia. The compns. may help memory 
enhancement. J\n example estrogen agonist or antagonist is droloxifene and 
an example acetylcholinesterase inhibitor is donepezil. 
145508-78-7 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(acetylcholinesterase inhibitor; pharmaceutical compn. for the 
prevention and treatment of diseases of cognitive dysfunction in a 
mammal ) 

145508-78-7 CAPLUS 

6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [ 2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 
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CAPLUS COPYRIGHT 2001 ACS 
2000:184028 CAPLUS 
132:329435 

Validation of protein-based alignment in 3D 
quantitative structure-activity relationships with 
CoMFA models 

Golbraikh, Alexander; Bernard, Philippe; Chretien, 
Jacques R. 

Laboratory of Chemometrics and Bioinf ormatics, 
University of Orleans, Orleans, 45067, Fr. 
Eur. J. Med. Chem. (2000), 35(1), 123-136 
CODEN:. EJMCA5; ISSN: 0223-5234 
Editions Scientif iques et Medicales Elsevier 
Journal 
English 

The predictive capabilities of protein-based alignment (PBA) and 
structure-based alignment (SBA) comparative mol . field anal. (CoMFA) 
models have been compared. 3D quant, structure-activity relationship (3D 
QSAR) models have been derived for a series of N-benzylpiperidine derivs. 
which are potent acetylcholinesterase (AChE) inhibitors interesting for 
Alzheimer *s disease. To establish a comparison with the classical SBA 
procedure, different assay models were derived by superposing ligand 
conformers that are docked to the AChE active site and by using the most 
active compd. as the ref. one. A Kohonen self organizing map (SOM) was 
applied to analyze the mol. diversity of the test set relative to that of 
the training set, in order to explain the influence of mol. diversity on- 
the predictive power of the considered models. SBA 3D QSAR models have to 
be used to predict the inhibitory activity only for compds . belonging to 
subgroups included in the training set. The PBA 3D QSAR models appeared 
to have a higher predictability, even for compds. with a mol. diversity 
greater than that of the training set. This results from the fact that 
the protein helps to automatically select the active conformation which is 
fitting the 3D QSAR model. 
145508-55-0 145508-56-1 145508-57-2 

145508-67-4 
145508-70-9 
145508-73-2 
145508-76-5 
145508-80-1 
145508-84-5 
145815-92-5 

RL: BAC (Biological activity or effector, except adverse); BIOL 

(Biological study) 

(validation of protein-based alignment in 3D QSAR/CoMFA models of 
benzylpiperidine derivs. as acetylcholinesterase inhibitors) 

145508-55-0 CAPLUS 

1, 2-Benzisoxazole, 6-methoxy-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 



145508-58-3 145508-59-4 
145508-68-5 145508-69-6 
145508-71-0 145508-72-1 
145508-74-3 145508-75-4 
145508-77-6 145508-78-7 
145508-82-3 145508-83-4 
145508-85-6 145508-87-8 
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RN 145508-56-1 CAPLUS 

CN 1, 2-Benzisoxazole, 6- ( 4-morpholinyl ) -3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI ) 
(CA INDEX NAME) 




RN 145508-58-3 CAPLUS 

CN 1, 2-Benzisoxazole-6-carbonitrile, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




CH2- Ph 



RN 145508-59-4 CAPLUS 

CN 1, 2-Benzisoxazole-6-carboxamide, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- {9CI) (CA INDEX NAME) 
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RN 145508-67-4 CAPLUS 

CN Isoxazolo [4, 5-g] quinolin-7 (6H) -one, 5, 8-dihydro-3- [2- [1- (phenylmethyl ) 
piperidinyl] ethyl]- {9CI) (CA INDEX NAME) 




RN 145508-68-5 CAPLUS 

CN 7H-Pyrrolo [2, 3-g] -1, 2-benzisoxazol-7-one, 6, 8-dihydro-3- [2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- {9CI) (CA INDEX NAME) 




RN 145508-69-6 CAPLUS 

CN 6H-Pyrrolo [2, 3-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 
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RN 145508-70-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] - (9CI) {CA 
INDEX NAME) 




RN 145508-71-0 CAPLUS 

CN 1, 2-Ben2isoxazole, 5-methyl-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




CH2- Ph 



RN 145508-72-1 CAPLUS 

CN 1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl )- 4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




CH2- Ph 
RN 145508-73-2 CAPLUS 
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1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl ] ethyl] - 
(9CI) (CA INDEX NAME) 




145508-74-3 CAPLUS 

Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol 
6-yl]- (9CI) (CA INDEX NAME) 




145508-75-4 CAPLUS 

1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl ] - 
(9CI) (CA INDEX NAME) 



CH2- CH2 




CH2-Ph 



145508-76-5 CAPLUS 

Benzamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl ] -1, 2-benzisoxazol 
6-yl]- (9CI) (CA INDEX NAME) 



-NH 




CH2- CH2 




CH2- Ph 



145508-77-6 CAPLUS 

Benzenesulf onamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1,2- 
benzisoxazol-6-yl]- {9CI) (CA INDEX NAME) 
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RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylinethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-80-1^ CAPLUS 

CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-82-3 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-83-4 CAPLUS 

CN 1, 2-Benzisoxa2ole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] - (9CI) (CA 
INDEX NAME) 
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RN 145508-84-5 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [ 1- (phenylmethyl) -4-piperidinyl] propyl ] - (9CI ) 
(CA INDEX NAME) 




RN 145508-85-6 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Ph 



RN 145508-87-8 CAPLUS 

CN 6H-Pyrrolo [ 3, 2-f ] -1, 2-benzisoxazoi-6-one, 5, 7-dihydro-7-methyl-3- [2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145815-92-5 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [ 2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 
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1999:613655 CAPLUS 
131:248236 

Combination of a GABAA. alpha . 5 inverse agonist and an 

acetylcholinesterase inhibitor for treatment of 

neurodegenerative diseases 

Dawson, Gerard Raphael 

Merck Sharp & Dohme Limited, UK 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

1 



13 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 


9947131 




A2 


19990923 




WO 1999-GB778 




19990316 






WO 


9947131 




A3 


19991104 
























W: 


AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CU, 


CZ, 






DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 






JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MD, 


MG, 


MK, 






MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 






TM, 


TR, 


TT, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 






MD, 


RU, 


TJ, 


TM 




























RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 






ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 






CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 












AU 


9928464 




Al 


19991011 




AU 1999-28464 




19990316 






EP 


1061952 




A2 


20001227 




EP 1999-909095 


19990316 







PRIORITY APPLN. INFO. 



AB 



IT 



RN 
CN 



R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, PT, IE, 
SI, LT, LV, FI, RO 

GB 1998-5561 19980316 
WO 1999-GB778 19990316 
The present invention relates to a combination of an acetylcholinesterase 
inhibitor and an inverse agonist of the GABAA. alpha . 5 receptor subtype, 
and the use of the combination in treating neurodegenerative conditions 
such as Alzheimer's Disease. 
145508-78-7, CP 118954 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); PEP (Physical, engineering or chemical process); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 

(acetylcholinesterase inhibitor; combination of a GABAA. alpha . 5 inverse 
agonist and an acetylcholinesterase inhibitor for treatment of 
neurodegenerative diseases) 
145508-78-7 CAPLUS 

6H-Pyrrolo[3, 2-f] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [ 2- [ 1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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1999:344855 CAPLUS 
131:715 

Combination of tetrahydropyridins and 
acetylcholinesterase inhibiting agents for treating 
senile dementia such as Alzheimer 

Maffrand, Jean-Pierre; Soubrie, Philippe; Terranova, 

Jean-paul 

Sanofi, Fr. 

PCT Int. Appl., 23 pp. 

CODEN: PIXXD2 

Patent 

French 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 9925363 Al 19990527 

W: AL, AM, AT, AU, AZ, BA, BB, 

DK, EE, ES, FI, GB, GE, GH, 

KP, KR, KZ, LC, LK, LR, LS, 

NO, NZ, PL, PT, RO, RU, SD, 

UA, UG, US, UZ, VN, YU, ZW, 

RW: GH, GM, KE, LS, MW, SD, SZ, 

FI, FR, GB, GR, IE, IT, LU, 

CM, GA, GN, GW, ML, MR, NE, 
FR 2771007 Al 19990521 

FR 2771007 Bl 20001201 

FR 2771006 Al 19990521 

FR 2771006 Bl 20001201 

ZA 9809955 A 19990506 

AU 9911609 Al 19990607 

EP 1030671 Al 20000830 

R: AT, BE, CH, DE, DK, ES, FR, 

IE, SI, LT, LV, FI, RO 
BR 9814035 A 20000926 

NO 2000002450 A 20000714 

PRIORITY APPLN. INFO.: 



WO 1 
BG, BR 
GM, HR 
LT, LU 
SE, SG 
AM, AZ 
UG, ZW 
MC, NL 
SN, TD 

FR 1 



998-FR2384 

BY, CA, CH, 

HU, ID, IL, 

LV, MD, MG, 

SI, SK, SL, 

BY, KG, KZ, 

AT, BE, CH, 

PT, SE, BF, 
TG 

997-14322 



FR 1997-14324 



19981109 

CN, CU, 

IS, JP, 

MK, MN, 

TJ, TM, 

MD, RU, 

CY, DE, 

BJ, CF, 

19971114 

19971114 



CZ, DE, 

KE, KG, 

MW,' MX, 

TR, TT, 

TJ, TM 

DK, ES, 

CG, CI, 



ZA 1998-9955 19981030 
AU 1999-11609 19981109 
EP 1998-954538 19981109 
GB, GR, IT, LI, LU, NL, SE, MC, PT, 



BR 1998-14035 
NO 2000-2450 
FR 1997-14322 
FR 1997-14324 
WO 1998-FR2384 



19981109 
20000511 
19971114 
19971114 
19981109 



GI 
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AB A pharmaceutical compn. contains as active principles: a constituent (a) 
selected between 1- (2-naphth-2-ylethyl ) -4- ( 3-trif luoromethylphenyl ) - 
1, 2, 3, 6-tetrahydropyridin and a compd. (I) in which: Y represents -CH- or 
-N-; Rl represents hydrogen, a halogen, a hydroxyl, a CF3, a (C3-C4)alkyl 
group; Rl represents hydrogen, a halogen, a hydroxyl, a CF3, (C3-C4) alkyl 
group; R3 and R4 represent each hydrogen or a (C1-C4) alkyl; X represents 
(a) a {C3-C6) alkyl; a (C3-C6) alkoxyl; a (C3-C7 ) carboxyalkyl; (b) a radical 
selected among a (C3-C7 ) cycloalkyloxy, (C3-C7 ) cycloalkylmethyl , 
(C3-C7) cycloalkylamino and cyclohexenyl, said radical capable of being 
substituted by a halogen, hydroxy, (C1-C4 ) alkoxy, carboxy, 

(C1-C4) alkoxycarbonyl, amino, mono- or di- {C1-C4 ) alkylamino or (c) a group 
selected among Ph, phenoxy, phenylamino, N- (C1-C3 ) alkylphenylamino, 
phenylmethyl, phenylethyl, phenylcarbonyl, phenylthio, and styryl, said 
group capable of being mono- or polysubstituted on the Ph group by a 
halogen, CF3, (C1-C4) alkyl, (C1-C4 ) alkoxy, cyano, amino, mono- or 
di- (C1-C4) alkylamino; optionally in the form of one of its 
pharmaceutically acceptable salts. Also an constituent (b) active in the 
symptomatic treatment of DAT, optionally in the form of one of its 
pharmaceutically acceptable salts, provided that when constituent (a) is 
other than 1- (2-naphth-2-ylethyl) -4- (3-trifluoromethylphenyl) -1, 2, 3, 6- 
tetrahydropyridin or one of its pharmaceutically acceptable salts, the 
constituent (b) is an acetylcholinesterase inhibiting agent. Combination 
of 5mg/kg oral SR 57746A and 1 mg/kg i.p. tacrine improved the memory of 
rats significantly. 
. IT 145508-78-7, Icopezil 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination of tetrahydropyridins and acetylcholinesterase inhibiting 
agents for treating senile dementia such as Alzheimer) 
RN 145508-78-7 CAPLUS 

ON 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 5 

REFERENCE (S) : (1) Interneuron Pharma; WO 9627380 A 1996 CAPLUS 

(2) Kaminski Ram; US 5453428 A 1995 CAPLUS 

(3) Porsolt; DRUG DEVELOPMENT RESEARCH 1995, V35(4), 
P214 CAPLUS 

(4) Sanofi Sa; EP 0458696 A 1991 CAPLUS 

(5) Sanofi Sa; WO 9701536 A 1997 CAPLUS 
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Automated docking of 82 N-benzylpiperidine derivatives 
to mouse acetylcholinesterase and comparative 
molecular field analysis with "natural" alignment 
Bernard, Philippe; Kireev, Dmitri B.; Chretien, 
Jacques R.; Fortier, Pierre-Louis; Coppet, Lucien 
Laboratoire de Chimiometrie, Universite d* Orleans, 
Orleans, F-45067, Fr. 

J. Comput. -Aided Mol. Des . (1999), 13(4), 355-371 
CODEN: JCADEQ; ISSN: 0920-654X 
Kluwer Academic Publishers 
Journal 
English 

Automated docking and three-dimensional Quant. Structure-Activity 
Relationship studies (3D QSAR) were performed for a series of 82 
reversible, competitive and selective acetylcholinesterase (AChE) 
inhibitors. The suggested automated docking technique, making use of 
constraints taken from exptl. crystallog. data, allowed to dock all the 82 
substituted N-benzylpiperidines to the crystal structure of mouse AChE, 
because of short computational times. A 3D QSAR model was then 
established using the CoMFA method. In contrast to conventional CoMFA 
studies, the compds . were not fitted to a ref. mol. but taken in their 
"natural" alignment obtained by the docking study. The established and 
validated CoMFA model was then applied to another series of 2 9 
N-benzylpiperidine derivs . whose AChE inhibitory activity data were 
measured under different exptl. conditions. A good correlation between 
predicted and exptl . activity data shows that the model can be extended to 
AChE inhibitory activity data measured on another acetylcholinesterase 
and/or at different incubation times and pH level. 
145508-55-0 145508-56-1 145508-57-2 
145508-59-4 145508-67-4 
145508-69-6 145508-70-9 
145508-72-1 145508-73-2 
145508-75-4 145508-76-5 
145508-78-7 145508-80-1 
145508-83-4 145508-84-5 
145508-87-8 145815-92-5 
RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); PRP (Properties); THU (Therapeutic use); BIOL (Biological 
study); PROC (Process); USES (Uses) 

(automated docking of N-benzylpiperidine derivs. to mouse 
acetylcholinesterase and comparative mol. field anal, with natural 
alignment in relation to enzyme inhibitor activity) 
145508-55-0 CAPLUS 

1, 2-Benzisoxazole, 6-methoxy-3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 



145508-58-3 
145508-68-5 
145508-71-0 
145508-74-3 
145508-77-6 
145508-82-3 
145508-85-6 




RN 145508-56-1 CAPLUS 

CN 1, 2-Benzisoxazole, 6- ( 4-morpholinyl ) -3- [2- [1- (phenylmethyl) -4- 

piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 
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RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-58-3 CAPLUS 

CN 1, 2-Benzisoxazole-6-carbonitrile, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-59-4 CAPLUS 

CN 1, 2-Benzisoxazole-6-carboxamide, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- {9CI) (CA INDEX NAME) 



O 




RN 145508-67-4 CAPLUS 

CN Isoxazolo [ 4, 5-g] quinolin-7 (6H) -one, 5, 8-dihydro-3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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CH2-CH2 




CH2- Ph 



RN 145508-68-5 CAPLUS 

CN 7H-Pyrrolo [2, 3-g] -1, 2-benzisoxazol-7-one, 6, 8-dihydro-3- [ 2- [ 1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




Ph— CH2 

RN 145508-69-6 CAPLUS 

CN 6H-Pyrrolo [2, 3-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-70-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] 
INDEX NAME) 



(9CI) (CA 
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145508-71-0 CAPLUS 

1, 2-Benzisoxazole, 5-methyl-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




145508-72-1 CAPLUS 

1, 2-Benzisoxazole, 5, 6-diniethyl-3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




CH2— CH2 




CH2- Ph 



145508-73-2 CAPLUS 

1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) {CA INDEX NAME) 




145508-74-3 CAPLUS 

Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
6-yl]- (9CI) (CA INDEX N7\ME) 
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RN 145508-75-4 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
{9CI) (CA INDEX NAME) 




RN 145508-76-5 CAPLUS 

CN Benzamide, N- [3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazoi- 
6-yl]- (9CI) (CA INDEX NAME) 



O 




RN 145508-77-6 CAPLUS 

CN Benzenesulf onamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] -1, 2- 
benzisoxazol-6-yl] - {9CI) (CA INDEX NAME) 



o 




CH2- Ph 



RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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CH2-CH2 




Ph- CH2 



RN 145508-80-1 CAPLUS 
CN 1, 2-Benzisothiazole, 
(CA INDEX NAME) 



3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - (9CI) 




RN 145508-82-3 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-83-4 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ [1- (phenylmethyl) -4-piperidinyl] methoxy] - ( 9CI ) (CA 
INDEX NAME) 




RN 145508-84-5 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [1- (phenylmethyl) -4-piperidinyl] propyl ] - (9CI) 
(CA INDEX NAME) 
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RN 145508-85-6 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 145508-87-8 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-7-methyl-3- [2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145815-92-5 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 



OMe 




REFERENCE COUNT: 34 

REFERENCE (S) : (1) Barnard, E; The Peripheral Nervous System 1974, 

P201 CAPLUS 

(2) Becker, R; Drug Dev Res 1988, V12, P163 CAPLUS 
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(4) Cardozo, M; J Med Cham 1992, V35, P584 CAPLUS 

(5) Cho, S; J Med Chem 1996, V39, P5064 CAPLUS 

(8) Cramer, R; J Am Chem Soc 1988, VllO, P5959 CAPLUS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 1999:39701 CAPLUS 

DOCUMENT NUMBER: 130:264102 

TITLE: Synthesis and evaluation of 6- [ IIC] methoxy-3- [ 2- [ 1- 

(phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazole 
as an in vivo radioligand for acetylcholinesterase 

AUTHOR(S): Brown-Proctor, Clive; Snyder, Scott E.; Sherman, 

Phillip S.; Kilbourn, Michael R. 

CORPORATE SOURCE: Division of Nuclear Medicine, Department of Internal 

Medicine, University of Michigan Medical Center, Ann 
Arbor, MI, 48109-0552, USA 

SOURCE: Nucl. Med. Biol. (1998), Volume Date 1999, 26(1), 

99-103 

CODEN: NMBIEO; ISSN: 0969-8051 
PUBLISHER: Elsevier Science Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB 6-Methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazole 
is a high affinity (Ki =8.2 nM) reversible inhibitor of 
acetylcholinesterase (AChE) . The carbon-11 labeled form was prepd. in 
high (>97%) radiochem. purity and with specific activities of 37 . +- . 20 
GBq/.mu.mol at end of synthesis, by the alkylation of the desmethyl 
precursor with [IIC] methyl trif luoromethanesulf onate in 

N, N-dimethylf ormamide at room temp. In vivo studies in mice demonstrated 
good blood brain permeability but essentially uniform regional brain 
distribution. Thus, despite in vitro and in vivo activity as an AChE 
inhibitor, 6- [ IIC] methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazole does not appear to be a good candidate for in vivo imaging 
studies of AChE in the mammalian brain. 
IT 145508-57-2 

RL: RCT (Reactant) 

(reactant; synthesis and evaluation of reactant 6- [ IIC] methoxy-3- [ 2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazole as an in vivo 
radioligand for acetylcholinesterase) 
RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




IT 222051-31-2P 

RL: BPR (Biological process); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); PROC 
(Process); USES (Uses) 

(synthesis and evaluation of reactant 6- [ IIC] methoxy-3- [2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazole as an in vivo 
radioligand for acetylcholinesterase) 
RN 222051-31-2 CAPLUS 

CN 1, 2-Benzisoxazole, 6- (methoxy-llC) -3- [2- [1- (phenylmethyl) -4- 
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piperidinyl] ethyl]- {9CI) (CA INDEX NAME) 



IICH3 — O, 




CH2- CH2 




CH2- Ph 



REFERENCE COUNT: 
REFERENCE (S) : 



30 

(2) 

(3) 

(6) 

(7) 

(9) 



Davies, P; Brain Res 1979, V171, P319 CAPLUS 
Dischino, D; J Nucl Med 1983, V24, P1030 CAPLUS 
Geula, C; Alzheimer Disease 1994, P263 CAPLUS 
Giacobini, E; Alzheimer Disease : Therapeutic 
Strategies 1994, P155 CAPLUS 

Gordon, M; Brain Res 1984, V308, P364 CAPLUS 



ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L171 ANSWER 13 OF 21 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR ( S ) : 
CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2001 ACS 
1997:539712 CAPLUS 
127:225.2J1S 



SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



IT 



RN 
CN 



Effect_p.f-^rug p a rt i cXe-si-z e^o n "c'ont^'nt^Tiif ormity of 
low- dps e--s oXiB 'do s a ge_^f o rms*'" 
(^^•H-gr^YinnrgT Johnson, Kevin C. 

D ep ax£me ixt-^o^--^MiHxmac'Hu tXca l~It^^ e 1 o p me n t , 

fpTi!tSr~Cent^l,:=M&^^ D^^D, USA 

^Tn€^7r^r^Yi^^ 179-183 
CODEIvn-"i;JFHDET'TsSNr 0378-5173 
Elsevier 
Journal 
English 

Two low-dose blends were prepd. that differed only in the particle size of 
the drug used to make the blends. The geometric mean particle diams . for 
the two lots of drug used were 18.5 and 6.1 .mu.m. Samples of the blends 
approx. equiv. to the unit dose of 10 .mu.g per 99 mg of blend were 
assayed for potency. For the blend contg. the larger particle size drug, 
the potency range was 88-130% (n = 65) compared to 97-102% (n = 64) for 
the blend contg. the smaller particle size drug. A simple computer method 
was able to qual . simulate the obsd. potency profiles using only the 
particle size distribution of the drug and assuming ideal mixing. The 
method provides guidance in setting particle size specifications to avoid 
poor content uniformity. 
145508-78-7, CP 118954 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(effect of drug particle size on content uniformity of low-dose solid 
dosage forms) 
145508-78-7 CAPLUS 

6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [ 2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




CH2— CH2 




Ph- CH2 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1996: 469505 CAPLUS 
125:114591 

Processes and intermediates for preparing 
5, 7-dihydro-3- [2- ( l-benzylpiperidin-4-yl ) ethyl] -6H- 
pyrrolo [ 4, 5-f ] -1, 2-benzisoxazoi-6-one 
Devrj^s^„KeJLtJhL_^ . ; Villalobos, Anabella 



±zet Inc. 



_USA 



PCT Inlf7~7\ppl . , 24 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 



KIND DATE 




-APPLICATION NO. DATE 



RW: AT, BE, 
CA 2200607 
EP 788500 

R: AT, BE, 
JP 3048643 
JP 3048643 

JP_LQ5JD.2-96-9- 

pus 59J^690; 
L-FT^701785 
PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 
GI 



CH, DE, DK, ES, 
AA 19960509 
Al 19970813 

CH, DE, DK, ES, 
B2 20000605 
B2 '* 20000605 
T2 — -^LaS 8 0317 



WO 1995-IB755 



19950913 



FR, GS, GR, IE, IT, LU, MC, NL, PT, SE 
CA 1995-2200607 ,19950913 
EP 1995-929199 19950913 

FR/ GB, GR, IE, IT, LI,, LU, NL, PT, SE 
JP 1995-514409 19950913 
JP 1996-51440.9 19950913 



!US 1997-836114 

FI 1997-1785 

US 1994-329352 

WO 1995-IB755 



19970416 
19970425 
19941026 
19950913 



CASREACT 125:114591; MTU^PAT 125:114591 
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AB The invention relates to a process for prepg. title compd. I, a known 

cholinesterase inhibitor useful for enhancing memory in patients suffering 
from dementia or Alzheimer's disease (no data).. The method involves 
heating an oxime deriv. II [R3 = R4 or CH2Ph; R4 = R5CO, R50C0, R5S02; R5 
= Cl-6 alkyl or C6-10/C1-6 arylalkyl] at an elevated temp, in the presence 
of a base. In the case where R3 = R4, the product is further hydrolyzed 
with an aq. mineral acid at an elevated temp., followed by benzylation, 
either with a benzylating agent in the presence of a base, or with 
benzaldehyde in the presence of a reducing agent and an acid. For 
instance, pyridine-4-carboxaldehyde was converted in 6 steps to the oxime 
II [R3 = C02Me, R4 = H] . Treatment of this with Ac20 and AcONa in THF at 
room temp, gave 92% II [R3 = C02Me, R4 = Ac] . The latter was cyclized by 
2,6-lutidine in THF at 65. degree. (72%), followed by hydrolysis of the 
ester with 6N HCl at 100. degree. (78%), and N-benzylation with either 
PhCH2Br and N(CH2CH20H)3 (74%), or PhCHO, NaBH(0Ac)3, and AcOH, to give I. 

IT 145508-78-7P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
( Preparation) 

(prepn. of a dihydro [ (benzylpiperidinyl ) ethyl] pyrrolobenzisoxazolone) 
RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [ 1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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DOCUMENT NUMBER: 
TITLE: 

AUTHOR ( S ) : 



1996:6908 CAPLUS 
124:105610 

A Comparative Molecular Field Analysis Study of 
N-Benzylpiperidines as Acetylcholinesterase Inhibitors 
ma,>aftMe^*da ; ^Collantes . Elizabeth R.; Chen, Yu; Welsh, 



CORPORATE SOURCE: 



SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 



AB 



A series of 1-t 



Lsoxazoles have 



Department of Chemistry, University of Missouri, St. 
^on is, MO, 6312 1, USA 
Jfegjia^ktem^lip^ii^^ 380-7 
CODEN^^MC^Or; ~I S'S N : U U 22-2623 
Journal 

Engl ish^ 

g^e^er^^^and of 

Native mol. field anal. (CoMFA) approach. These compds . have been 

to inhibit the metabolic breaJcdown of the neurotransmitter 

acetylcholine (ACh) by the enzyme acetylcholinesterase (AChE) and hence 

'alleviate memory deficits in patients with Alzheimer *s disease by 

potentiating cholinergic transmission. Development of the CoMFA model 

considered two sep. alignments: (i) alignment I which emphasized the 

electrostatic fitting of the subject compds. and (ii) alignment II which 

emphasized their steric fitting. In addn., the inhibitor compds. were 

considered both as neutral species and as N-piperidine-protonated species. 

The resulting 3D-QSAR indicates a strong correlation between the 

inhibitory activity of these N-benzylpiperidines and the steric and 

Electronic factors which modulate their biochem. activity. A CoMFA model 
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with considerable predictive ability was obtained. 
IT 145508-55-0 145508-56-1 145508-57-2 
145508-58-3 145508-59-4 145508-70-9 
145508-71-0 145508-72-1 145508-73-2 
145508-74-3 145508-75-4 145508-76-5 
145508-77-6 145508-80-1 145508-82-3 
145508-83-4 145508-84-5 145815-92-5 
172956-52-4 

RL: BAG (Biological activity or effector, except adverse); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(comparative mol. field anal, study of N-benzylpiperidines as 
acetylcholinesterase inhibitors) 
RN 145508-55-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-methoxy-3- [ 2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-56-1 CAPLUS 

CN 1, 2-Ben2isoxazole, 6- ( 4-morpholinyl ) -3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl) -4-pipefidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-58-3 CAPLUS 

CN 1, 2-Benzisoxazole-6-carbonitrile, 3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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145508-59-4 ' CAPLUS 

1, 2-Ben2isoxazole-6-carboxainide, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 



O 




145508-70-9 CAPLUS 

1, 2-Ben2isoxa2ole, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - {9CI) 
INDEX NAME) 




145508-71-0 CAPLUS 

1, 2-Benzisoxazole, 5-methyl-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(9CI) (CA INDEX NAME) 




145508-72-1 CAPLUS 

1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 
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CH2™ Ph 
RN 145508-73-2 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




CH2— Ph 



RN 145508-74-3 CAPLUS 

CN Ace t amide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-ben2isoxazol- 
6-yl]- (9CI) (CA INDEX NAME) 




RN 145508-75-4 CAPLUS 

CN 1^ 2-Benzisoxazol-6-amine, 3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-76-5 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxa2ol- 
6-yl]- (9CI) (CA INDEX NAME) 
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O 




RN 145508-77-6 CAPLUS 

CN Benzenesulf onamide, N- [3- [2- [ 1- (phenylmethyl) -4-piperidinyl ] ethyl] -1, 2- 
benzisoxazol-6-yl] - (9CI) (CA INDEX NAME) 




RN 145508-80-1 CAPLUS 

CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - (SCI) 
(CA INDEX NAME) 




RN 145508-82-3 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(SCI) (CA INDEX NAME) 




RN 145508-83-4 -CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ [1- (phenylmethyl) -4-piperidinyl] methoxy] - (SCI) (CA 
INDEX NAME) 
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RN 145508-84-5 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [ 1- (phenylmethyl ) -4-piperidinyl] propyl] - (9CI ) 
(CA INDEX NAME) 




RN 145815-92-5 CAPLUS 

CN 1, 2-Ben2isoxazole, 7-methoxy-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 



OMe 




RN 172956-52-4 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - ( 9CI) 
(CA INDEX NAME) 
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S.; CheH/ Yuhpyng L. ; DeMattos, Steven B.; Ives, 
Jeffrey L.; Jones, Shawn B.; Liston, Dane R.; Nagel, 
Arthur A. ; et al . 

CORPORATE SOURCE: Central Research Division, Pfizer Inc., Groton, CT, 

06340, USA 

SOURCE: J. Med. Chem. (1995), 38(15), 2802-8 

CODEN: JMCMAR; ISSN: 0022-2623 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A series of N-benzylpiperidines with novel isoxazole-contg . tricycles has 
been prepd. This series has shown potent in vitro inhibition of the 
enzyme acetylcholinesterase (AChE) , with IC50s = 0.33-3.6 nM. The title 
compds . displayed weak in vitro inhibition of butyrylcholinesterase 
(BuChE) with ICSOs = 600-23 000 nM. 5, 7-Dihydro-3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl] -6H-pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one {I ) also 
displayed a favorable profile in vivo. In microdialysis expts., I 
produced a 200% increase in extracellular levels of acetylcholine (ACh) at 
a dose of 0.4 mg/kg in freely moving, conscious rats. Peripheral side 
effects (salivation ED50 = 26 . +- . 1.5 mg/kg) and acute lethality (LD50[1 
h] = 42 mg/kg) were obsd. at >60-fold higher doses. Compd. I , designated 
as CP-118,954, is currently in clin. development for the treatment of 
cognitive disorders . 

IT 145508-67-4P, Isoxazolo [4, 5-g] quinolin-7 (6H) -one, 

5, 8-dihydro-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
145508-68-5P, 7H-Pyrrolo [ 2 , 3-g] -1, 2-benzisoxazol-7-one, 
6, 8-dihydro-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
145508-78-7P, 6H-Pyrrolo [ 3 , 2-f ] -1, 2-benzisoxazol-6-one, 
5, 7-dihydro-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] - 
145508-87-8P, 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 
5, 7-dihydro-7-methyl-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
145815-98-lP, 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 
5, 7-dihydro-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] , 
(Z) -2-butenedioate (1:1) 145816-07-5P, 6H-Pyrrolo [ 3 , 2-f ] -1, 2- 
benzisoxazol-6-one, 5, 7-dihydro-7-methyl-3- [2- [ 1- (phenylmethyl) -4- 
piperidinyl] ethyl] , monomethanesulf onate 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic, 
preparation) ; BIOL (Biological study) ; PREP (Preparation) 
( (piperidinylethyl) pyrrolo [3, 2-f ] -1, 2-benzisoxazolones 
acetylcholinesterase inhibitors) 
RN 145508-67-4 CAPLUS 

CN Isoxazolo [4, 5-g] quinolin-7 (6H) -one, 5, 8-dihydro-3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



H 




RN 145508-68-5 CAPLUS 

CN 7H-Pyrrolo [2, 3-g] -1, 2-benzisoxazol-7-one, 6, 8-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-ben2isoxazol-6-one, 5, 7-dihydro-3- [ 2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145508-87-8 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-ben2isoxazol-6-one, 5, 7-dihydro-7-methyl-3- [2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145815-98-1 CAPLUS 

CN 6H-Pyrrolo[3, 2-f] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 

(phenylmethyl) -4-piperidinyl'] ethyl] (2Z) -2-butenedioate (1:1) (9CI) (CA 
INDEX NAME) 



CM 1 



CRN 145508-78-7 
CMF C23 H25 N3 02 
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CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




C02H 



RN 145816-07-5 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-7-methyl-3- [2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl] monomethanesulf onate (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-87-8 
CMF C2 4 H27 N3 02 




CM 2 

CRN 75-75-2 
CMF C H4 03 S 



II 

HO- S- CH3 

II 

O - 
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Novel Benzisoxazole Derivatives as Potent and 
Selective Inhibitors of Acetylcholinesterase 
Villalobos, Anabella; Blake, James F.; Biggers, C. 
Kelly; Butler, Todd W.; Chapin, Douglas S.; Chen, 
Yuhpyng L.; Ives, Jeffrey L.; Jones, Shawn B.; Listen, 
Dane R . ; et al . 

Department of Medicinal Chemistry, Pfizer Inc., 

Groton, CT, 06340, USA 

J. Med. Chem. (1994), 37(17), 2721-34 

CODEN: JMCMAR; ISSN: 0022-2623 

Journal 

English 




AB A series of N-benzylpiperidine benzisoxazoles I [R = H, 5-Me, 5,6-Me2, 

5- OMe, 6-OMe, 7-OMe, 6-NHAc, 6-NHS02Ph, 6-morpholino, 6-NH2, 6-OH, 6-Br, 

6- CN, 6-7CONH2] and some related compds . has been developed as potent and 
selective inhibitors of the enzyme acetylcholinesterase (AChE) . The 
benzisoxazole heterocycle was found to be an appropriate bioisosteric 
replacement for the benzoyl functionality present in the 
N-benzylpiperidine class of inhibitors. The title compds. were 
synthesized by alkylating 3-methyl-l, 2-benzisoxazoles with an iodo 
piperidine deriv. as the key step. I displayed potent inhibition of AChE 
in vitro with IC50*s = 0.8-14 nM. Particularly interesting were I [R = 
6-NHAc, morpholino] with IC50 = 3 nM and 0.8 nM, resp., which displayed 
outstanding selectivity for acetyl- over butyrylcholinesterase, in excess 
of 3 orders of magnitude. I [R = NHAc] also displayed a favorable profile 
in vivo. This analog showed a dose-dependent elevation of total 
acetylcholine in mouse forebrain after oral administration with an ED50 = 
2.4 mg/kg. In addn., I [R = NHAc] was able to reverse amnesia in a mouse 
passive avoidance model at doses of 3.2 and 5.6 mg/kg with an av. reversal 
of 89.7%. Mol . dynamics simulations were used to study the possible 
binding modes of I to AChE from Torpedo calif ornica. Key structural 
insights were obtained regarding the potency of this class of inhibitors. 
Specifically, Asp-72, Trp-84, Trp-279, Phe-288, and Phe-330 are implicated 
in the binding of these inhibitors. I may be suitable compds. for the 
palliative treatment of Alzheimer* s Disease. 
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145816-04-2P 145816-05-3P 157640-16-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. and acetylcholinesterase-inhibiting activity of) 
RN 145508-55-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-methoxy-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-56-1 CAPLUS 

CN 1, 2-Benzisoxazole, 6- ( 4-morpholinyl ) -3- [2- [ 1- (phenylmethyl) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - ( 9CI ) 
(CA INDEX NAME) 




RN 145508-58-3 CAPLUS 

CN 1, 2-Benzisoxazole-6-carbonitrile, 3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




CH2— CH2 




'CH2- Ph 



L45508-59-4 CAPLUS 

?-Benzisoxazole-6-carboxamide, 3- [2- [1- (phenylmethyl) -4- 

5eridinyl] ethyl] - (9CI) (CA INDEX NAME) 
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O 




145508-70-9 CAPLUS 

1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] - (9CI) (CA 
INDEX NAME) 




145508-71-0 CAPLUS 

1, 2-Benzisoxazole, 5-methyl-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




145508-72-1 CAPLUS 

1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




CH2-CH2 




CH2- Ph 



145508-73-2 CAPLUS 

1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl ] - 
(9CI) (CA INDEX NAME) 
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N 



CH2-CH2 




'CH2— Ph 



145508-74-3 CAPLUS 

Acetamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazol 
6-yl]- (9CI) (CA INDEX NAME) 




CH2- CH2 




N^ 



'CH2- Ph 



145508-75-4 CAPLUS 

1, 2-Benzisoxazol-6-artiine, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] • 
(9CI) (CA INDEX NAME) 



CH2- CH2 




CH2— Ph 



145508-76-5 CAPLUS 

Benzamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol 
6-yl]- (9CI) (CA INDEX NAME) 




CH2- CH2 




N^ 



CH2- Ph 



145508-77-6 CAPLUS 

Benzenesulf onamide, N- [3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-6-yl] - (9CI) (CA INDEX NAME) 
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CH2- CH2 




CH2- Ph 



RN 145508-80-1 CAPLUS 

CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-82-3 CAPLUS 

CN 1, 2-Benzisoxa2ole, 6-bromo-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-83-4 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] - (9CI) (CA 
INDEX NAME) 




RN 145508-84-5 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [ 1- (phenylmethyl) -4-piperidinyl ] propyl] - (9CI) 
(CA INDEX NAME) 
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RN 145508-85-6 CAPLUS 

CN 1, 2-Benzisoxa2ole, 3- [ (IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




Ph 



RN 145815-88-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] 
{2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-70-9 
CMF C21 H24 N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




C02H 

RN 145815-89-0 CAPLUS 

CN 1, 2-Benzisoxa2ole, 5-methyl-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
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(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 
CM 1 

CRN 145508-71-0 
CMF 022 H2 6 N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




C02H 

RN 145815-90-3 CAPLUS 

CN 1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl ) -4- 
piperidinyl ] ethyl] - , (2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-72-1 
CMF C23 H2 8 N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 
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CO2H 

RN 145815-91-4 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-73-2 
CMF C22 H2 6 N2 02 




CH2— Ph 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




CO2H 

RN 145815-92-5 CAPLUS 

CN 1, 2-Benzisoxa2ole, 7-inethoxy-3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 



OMe 




RN 145815-93-6 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] 
{2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 
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CRN 145815-92-5 
CMF C22 H26 N2 02 



OMe 




N 



CH2— CH2 




CH2— Ph 



CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 



RN 145815-94-7 CAPLUS 

ON Acetamide, N- [3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] -1 , 2-benzisoxazol- 
6-yl]-, (2E)-2-butenedioate (2:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-74-3 
CMF C23 H27 N3 02 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 




E 



AcNH 




CH2- Ph 




RN 145815-95-8 CAPLUS 
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CN 1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z)-2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-75-4 
CMF C21 H25 N3 O 




CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2 : Z 

Double bond geometry as shown. 




C02H 



RN 145815-96-9 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxaz 
6-yl]-, (2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-76-5 
CMF C2 8 H29 N3 02 



O 

II 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 



Double bond geometry as shown. 
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HO2C 




CO2H 



RN 145815-97-0 CAPLUS 

CN Benzenesulf onamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] -1, 2- 
benzisoxazol-6-yl] (2E ) -2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-77-6 
CMF C27 H29 N3 OS S 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 



RN 145816-00-8 CAPLUS 

CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(22) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-80-1 
CMF C21 H24 N2 S 



O 



II 




CH2™ Ph 




E 




CM 2 
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CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 



Double bond geometry as shown. 



H02C 




C02H 



RN 145816-03-1 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] - 
(2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-83-4 
CMF C2 0 H22 N2 02 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
^-^E CO2H 



RN 145816-04-2 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [1- (phenylmethyl) -4-piperidinyl] propyl] 
(2Z) -2-butenedioate (1:1) (SCI) (CA INDEX NAME) 

CM 1 

CRN 145508-84-5 
CMF C22 H26 N2 O 
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0\ 



N 



(CH2)3 




CH2- Ph 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 



RN 145816-05-3 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ ( IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl ] 
(2Z)-2-butenedioate (1:1) (901) (CA INDEX NAME) 

CM 1 

CRN 145508-85-6 
CMF C21 H22 N2 O 
CDES 2:E 

Double bond geometry as shown. 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 




C02H 




Ph 




CO2H 
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RN 157640-16-9 CAPLUS 

CN 1, 2-Benzisoxa2ole, 6-bromo-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (4:3) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-82-3 
CMF C21 H23 Br N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 



H02C 

CO2H 
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In the preceding paper we reported on a docking stAidy__witli__^ SYSDOC 
program f or~~£nredi^ctJ,n c? the binding si .tes--of-iitiperzine ^A^^in_^_/^ 
^?^aee^fe^?ich-ai'inls'ire*ra-se— A. P., J 
Comput . -Aided Mol . Design, 8 (1994) 669]. Here we present a prediction of 
the binding sites of l-benzyl-4- [ (5^ 6-dimethoxy-l-indanon-2- 

yl) methyl] piperidine rtE2-02yr3 &2a2^0^is one of 

the most potent and sa-l-ectl've reversible in]ii}3iXcrr-s.,^af^ Apj^-/ — this mol. 
has puzzled researchers, partly due to its flexible structure, in 
understanding how it binds to AChE. Based on the results of docking 1320 
different conformers of E2020 into 69 different conformers of AChE and on 
the Pharmacol, data reported for E2020 and its analogs, we predict that 
both the R- and the S-isomer of E2020 span the whole binding cavity of 

AChE, with the ammonium group interacting mainly with Trp84, Phe330 and 
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group interacting mainly with Trp84 and Phe330, and the 
ty interacting mainly with Tyr70 and Trp279. The topog. of 
020 binding sites provides insights into understanding the 
of E2020 in the inhibition of AChE and provides hints as to 
ctural modifications for identifying improved AChE inhibitors 
therapeutics for the palliative treatment of Alzheimer's 
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O 



2 

NR9 




3 -r6 



I 



Q= 



— A 



(CH2)n 



/ 



NR 



O 



N 



r5o 




CH2CH2 




NCH2Ph 



II 



AB The title compds . [I; when the bond between the 2- and 3-positions = a 
single bond, Ra = Q and Rb = O (where R = H, alkyl, alkenyl, 
cycloalkylalkenyl, phenylalkenyl, naphthylalkyl, or naphthylalkenyl; A = 
linear or branched alkylene; n = 1-3); when the bond between the 2- and 
3-positions = a double bond, Ra is absent and Rb = Q or EQ (where E = O, 
S); R1-R4 = H, halo, alkyl, alkoxy, Ph, phenylalkyl, phenylalkoxy, PhO, 
heteroaryl, heteroarylalkyl, heteroaryloxy, acyl, OH, N02, cyano, etc.], 
also having a potent affinity for sigma receptor and useful as 
acetylcholine esterase inhibitors and central nervous system agents, are 
prepd. Thus, carbamoylation of a hydroxybenzisoxazole deriv. (II; R5 = H) 
with Me2NC0Cl in the presence of NaH in DMF at room temp, to 50. degree. 
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RL: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of, as acetylcholine esterase inhibitor) 
RN 145508-55-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-methoxy-3- [2- [ 1- (phenylmethyl ) -4-piperidinyl ] ethyl] - 
(9CI) (CA INDEX NAME) 
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RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-73-2 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




CH2" Ph 



RN 145508-74-3 CAPLUS 

CN Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxa2ol- 
6-yl]- (9CI) (CA INDEX NAME) 




RN 145508-75-4 CAPLUS 

CN 1, 2-Benzisoxa2ol-6-amine, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 
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RN 145508-76-5 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxa2ol- 
6-yl]- (9CI) (CA INDEX NAME) 




RN 145815-91-4 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-73-2 
CMF C22 H26 N2 02 




CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 



HO2C 2 

CO2H 



RN 149867-04-9 CAPLUS 

CN 1, 2-Benzisoxa2ole, 6-fluoro-3- [2- [1- (p 

Sea 



uoro-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
rched by Barb O'Bryen, STIC 308-4291 
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(9CI) (CA INDEX NAME) 




RN 149867-05-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-f luoro-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z)-2-buteneciioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-04-9 
CMF C21 H23 F N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




RN 149867-07-2 CAPLUS 

CN Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
6-yl]-, monohydrochloride {9CI) (CA INDEX NAME) 
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• HCl 



RN 149867-08-3 CAPLUS 

CN Acetamide, N-phenyl-N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-6-yl] - (9CI) (CA INDEX NAME) 



Ph 




RN 149867-10-7 CAPLUS 

CN Carbamic acid, dimethyl-, 3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-6-yl ester (9CI) (CA INDEX NAME) 




RN 149867-12-9 CAPLUS 

CN 1, 2-Benzisoxazol-5-amine, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




CH2— Ph 
RN 149867-13-0 CAPLUS 

CN Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
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5-yl]- {9CI) (CA INDEX NAME) 




N 



AcNH 




CH2- CH2 




CH2- Ph 



RN 149867-14-1 CAPLUS 

CN Acetamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
5-yl]-, (2E)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-13-0 
CMF C23 H27 N3 02 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 



RN 149867-15-2 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
5-yl]- (9CI) (CA INDEX NAME) 



RN 149867-17-4 CAPLUS 

CN 1, 2-Ben2isoxazole, 6, 7-dimethoxy-3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




CH2- Ph 




E 




CH2- Ph 



Searched by Barb O'Bryen, STIC 308-4291 



Jones 09/518408 



Page 154 



OMe 




RN 149867-18-5 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-dimethoxy-3- [ [1- (phenylmethyl ) -4- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 



OMe 




RN 149867-19-6 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-dimethoxy-3- [ [1- (phenylmethyl) -4- 

piperidinyl] methyl]-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-18-5 
CMF C22 H26 N2 03 



OMe 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 

^C02H 
HO2C ^^^N^ 
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RN 149867-22-1 CAPLUS 

CN 1, 2-Ben2isoxazole, 6, 7-dimethoxy-3- [ 3- [1- (phenylmethyl) -4- 
piperidinyl] propyl]- (9CI) (CA INDEX NAME) 



RN 149867-23-2 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-dimethoxy-3- [ 3- [ 1- (phenylmethyl) -4- 

piperidinyl] propyl]-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-22-1 
CMF C24 H30 N2 03 



OMe 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 



RN 149867-24-3 CAPLUS 

CN Phenol, 3- [ [4- [2- (6, 7-dimethoxy-l, 2-benzisoxa2ol-3-yl ) ethyl] -1- 
piperidinyl] methyl]- (9CI) (CA INDEX NAME) 



OMe 




CH2— Ph 
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OMe 




RN 149867-25-4 CAPLUS 

CN Phenol, 3- [ [4- [2- (6, 7-dimethoxy-l, 2-benzisoxa2ol-3-yl ) ethyl] -1- 

piperidinyl ] methyl] methylcarbamate (ester) (9CI) (CA INDEX NAME) 



OMe 




RN 149867-26-5 CAPLUS 

CN Phenol, 3- t [4- [2- (6, 7-dimethoxy-l, 2-benzisoxazol-3-yl ) ethyl] -1- 

piperidinyl ] methyl ] methylcarbamate (ester) , monohydrochloride (9CI) 
(CA INDEX NAME) 



OMe 




• HCl 

RN 149867-27-6 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- [ (2-chlorophenyl ) methyl] -4-piperidinyl] ethyl] - 
6, 7-dimethoxy- (9CI) (CA INDEX NAME) 



OMe 




RN 149867-28-7 CAPLUS 
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CN 1, 2-Benzisoxazole, 3- [2- [1- [ ( 4-chlorophenyl ) methyl] -4-piperidinyl] ethyl] 
6, 7-dimethoxy- (9CI) (CA INDEX NAME) 



OMe 




RN 149867-30-1 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-ciimethoxy-3- [2- [1- [ (2-methoxyphenyl) methyl] -4- 
piperidinyl] ethyl]-, (2E ) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-29-8 
CMF C24 H30 N2 04 



OMe 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
^C02H 

H02C 

RN 149867-31-2 CAPLUS 

CN 1, 2-Benzisoxa2ole, 6, 7-dimethoxy-3- [2- [1- [ (4-methoxyphenyl) methyl] -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



OMe 
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RN 149867-33-4 CAPLUS 

CN 1, 2-Benzisoxazole, 6- ( 1-methylethoxy) -3- [2- [1- (phenylmethyl) -4- 

piperidinyl] ethyl]-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-32-3 
CMF C2 4 H30 N2 02 



i-PrO^ /-T^ /O. 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 



RN 149867-34-5 CAPLUS 

CN Propanamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-6-yl] - (9CI) (CA INDEX NAME) 



RN 149867-35-6 CAPLUS 

CN Propanamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl ] ethyl ] -1, 2- 
benzisoxazol-6-yl] monohydrochloride (9CI) (CA INDEX NAME) 





O 




CH2- Ph 
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O 

II 




• HCl 



RN 149867-36-7 CAPLUS 

CN Propanamide, 2-methyl-N- [3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl ] -1, 2- 
benzisoxazol-6-yl]- (9CI) (CA INDEX NAME) 



O 



II 




RN 149867-38-9 CAPLUS 

CN Carbamic acid, butyl-, 3- [ [ 4- [2- ( 6, 7-dimethoxy-l, 2-benzisoxazol-3- 

yl) ethyl] -1-piperidinyl] methyl] phenyl ester, monohydrochloride (9CI) (CA 
INDEX NAME) 



OMe 




• HCl 



RN 149867-39-0 CAPLUS 

CN Acet amide, N- [ 3- [ [ 4- [ 2- ( 6, 7-dimethoxy-l, 2-ben2isoxazol-3-yl ) ethyl] -1- 
piperidinyl] methyl] phenyl]- (9CI) (CA INDEX NAME) 
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OMe 




RN 149867-40-3 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] 
phenylcarbamate (ester) (9CI) (CA INDEX NAME) 



O 

II 



PhNH-C- O. 




RN 149867-41-4 CAPLUS 

CN Acetamide, N- [3- [2- [ 1- [ [3- [ [ (methylamino) carbonyl] oxy] phenyl] methyl] -4- 
piperidinyl] ethyl] -1, 2-benzisoxazol-6-yl] - {9CI) (CA INDEX NAME) 




RN 149867-42-5 CAPLUS 

CN 1, 2-Benzisoxazole, 4, 6-dimethoxy-3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl] - {9CI) (CA INDEX -NAME) 




RN 149867-43-6 CAPLUS 

CN 1, 2-Benzisoxazole, 6- (phenylmethoxy) -3- [2- [ 1- (phenylmethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 149867-44-7 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-dimethoxy-3- [2- [1- [ (3-nitrophenyl) methyl] -4- 
piperidinyl] ethyl]- (9CI) {CA INDEX NAME) 



OMe 




RN 149867-45-8 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- [ ( 3-chlorophenyl ) methyl] -4-piperidinyl ] ethyl ] - 
6,7-dimethoxy- (9CI) (CA INDEX NAME) 



OMe 




RN 149867-46-9 CAPLUS 

CN Acetamide, N-methyl-N- [ 3- [2- [ 1- (phenylmethyl ) -4-piperidinyl ] ethyl] -1, 2- 
benzisoxazol-6-yl]- (9CI) (CA INDEX NAME) 



Me 




RN 149867-47-0 CAPLUS 

CN Acetamide, N-methyl-N- [ 3- [2- [ 1- (phenylmethyl ) -4-piperidinyl ] ethyl] -1, 2- 
benzisoxazol-6-yl] monohydrochloride (9CI) (CA INDEX NAME) 
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Me 




• HCl 

RN 149867-48-1 CAPLUS 

CN Propanamide, N-methyl-N- [3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2- 
benzisoxa2ol-6-yl] - (9CI) (CA INDEX NAME) 



O Me 

II I 




RN 149867-49-2 CAPLUS 

CN 1, 2-Benzisoxazole, 6-methoxy-7- (phenylmethoxy) -3- [2- [ 1- (phenylmethyl) -4- 
piperidinyl] ethyl] - {9CI) (CA INDEX NAME) 



Ph— CH2-0 



MeO 




RN 149867-51-6 CAPLUS 

CN 1, 2-Benzisoxazole, 6-methoxy-7- ( 1-methylethoxy) -3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl]-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-50-5 
CMF C25 H32 N2 03 
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MeO. 




OPr-i 

^^^^ 



N 




CH2- CH2 




CH2- Ph 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 



H02C 

RN 149867-52-7 CAPLUS 

ON 1, 2-Benzisoxazol-6-amine, N-methyl-3- [2- [1- (phenylmethyl ) -4- 

piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



RN 149867-53-8 CAPLUS 

CN If 2-Benzisoxazol-6-amine, N-methyl-3- [2- [1- (phenylmethyl ) -4- 

piperidinyl] ethyl]-, (2E ) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-52-7 
CMF C22 H27 N3 O 



MeNH / O, 




E 




CH2-- Ph 




CM 



2 



CRN 110-17-8 

Searched by Barb 0*Bryen, STIC 308-4291 



Jones 09/518408 



Page 164 



CMF C4 H4 04 
CDES 2:E 



Double bond geometry as shovm. 



E 



CO2H 



H02C' 



RN 149867-54-9 CAPLUS 

CN 1, 2-Benzisoxazol-6-ainine, N-dimethyl-3- [2- [ 1- (phenylmethyl) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 



RN 149867-55-0 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, N-dimethyl-3- [2- [ 1- (phenylmethyl) -4- 

piperidinyl] ethyl]-, {2E ) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-54-9 
CMF C23 H29 N3 O 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shovm. 



RN 149867-56-1 CAPLUS 

CN Propanamide, N- [3- [ [4- [2- (6, 7-dimethoxy-l, 2-benzisoxazol-3-yl) ethyl] -1- 
piperidinyl ] methyl] phenyl] - (9CI) (CA INDEX NAME) 






E 
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OMe 




RN 149867-58-3 CAPLUS 

CN 1, 2-Ben2isoxazole, 6, 7-dimethoxy-3- [2- [1- ( 1-phenylethyl.) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



OMe 




RN 149867-59-4 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-dimethoxy-3- [2- [ 1- {2-phenylethyl) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



OMe 




RN 149867-61-8 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-dimethoxy-3- [2- [ 1- (2-naphthalenylmethyl ) -4- 

piperidinyl] ethyl]-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-60-7 
CMF C27 H30 N2 03 
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OMe 



MeO 




N 




CH2-CH2 




N CH2 




CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 
CO2H 



RN 149867-63-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6, 7-dimethoxy-3- [2- [1- ( 1-naphthalenylmethyl ) -4- 

piperidinyl] ethyl] ( 2E ) -2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 149867-62-9 
CMF C27 H30 N2 03 



OMe 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
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.CO2H 

HO2C" 

RN 149896-28-6 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methyl-3- [2- [ 1- (2-phenylethyl ) -4-piperidinyl] ethyl] 
(2E)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149896-27-5 
CMF C23 H28 N2 O 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
,C02H 



HO2C 



RN 149896-97-9 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 5-chloro-3- [2- [1- (phenylmethyl ) -4- 

piperidinyl] ethyl]-, (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149896-96-8 
CMF C21 H24 Cl N3 O 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 
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Double bond geometry as shown. 




E 



CO2H 



HO2C 



RN 149896-99-1 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 5-chloro-3- [2- [ 1- (2-phenylethyl ) -4- 

piperidinyl] ethyl]-, {2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149896-98-0 
CMF C22 H26 CI N3 O 



CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 
CO2H 



RN 149897-01-8 CAPLUS 

CN Acetamide, N- [5-chloro-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-6-yl] (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149897-00-7 

CMF C23 H26 CI N3 02 



AcNH / O, 




CH2-CH2- Ph 





CM 



2 



CRN 110-17-8 
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CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
E ,C02H 



H02C 

RN 149897-03-0 CAPLUS 

CN . Acetamide, N- [ 5-chloro-3- [2- [1- (2-phenylethyl) -4-piperidinyl] ethyl] -1, 
benzisoxazol-6-yl] ( 2E ) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149897-02-9 

CMF C24 H28 Cl N3 02 




CM 2 



CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
E ,C02H 



H02C 

RN 149897-04-1 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] ■ 
acetate (ester) (9CI) (CA INDEX NAME) 




RN 149897-06-3 CAPLUS 

CN 1, 2-Ben2isoxazol-6-ol, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 

propanoate (ester), (2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 149897-05-2 
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CMF C2 4 H28 N2 03 




CM 2 

CRN 110-17-8 

CMF C4 H4 04 

CDES 2:E 

Double bond geometry as shown. 



,C02H 



HO2C 



RN 149897-09-6 CAPLUS 

CN 1, 2-Ben2isoxazol-6-ol, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
methylcarbamate (ester) {9CI) (OA INDEX NAME) 



MeNH— C- O 




CH2-CH2 J^^^ 



'CH2-Ph 
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GI 



\ 

NCH2Ph 



I 



AB Heterocyclic amine derivs., such as [ ( l-benzyl-4- 

piperidinyl) alkyl] benzisoxazoles, -isoquinolines, -benzisothiazoles, 
-quinazolines and analogs and derivs. thereof are claimed. These compds . 
are useful as memory enhancers and for the treatment or prevention of 
Alzheimer's disease; these compds. are cholinesterase inhibitors {no 
data) . Thus 3- [2- [ (1-benzyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazole (I) 
was prepd. from Et isonipecotate and 3-methyl-l, 2-benzisoxazole in a 
multistep synthesis. The biol. activity of I was not tested. 

IT 145508-55-OP 145508-56-lP 145508-57-2P 
145508-58-3P 145508-59-4P 145508-64-lP 
145508-65-2P 145508-66-3P 145508-67-4P 
145508-68-5P 145508-69-6P 145508-70-9P 
145508-71-OP 145508-72-lP 145508-73-2P 
145508-74-3P 145508-75-4P 145508-76-5P 
145508-77-6P 145508-78-7P 145508-80-lP 
145508-82-3P 145508-83-4P 145508-84-5P 

145508-85-6P 145508-87-8P 145508-88-9P 
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145815-88-9P 145815-89-OP 145815-90-3P 
145815-91-4P 145815-93-6P 145815-94-7P 
145815-95-8P 145815-96-9P 145815-97-OP 

145815- 98-lP 145816-00-8P 145816-02-OP 

145816- 03-lP 145816-04-2P 145816-05-3P 
145816-07-5P 145816-08-6P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(prepn. of, as memory enhancer and for treatment of Alzheimer's disease 
(cholinesterase inhibitor) ) 
RN 145508-55-0 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl ) -4-piperidinyl ] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-56-1 CAPLUS 

CN 1, 2-Benzisoxazole, 6- { 4-morpholinyl ) -3- [2- [ 1- (phenylmethyl ) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-57-2 CAPLUS 

CN 1, 2-Benzisoxazol-6-ol, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-58-3 CAPLUS 

CN 1, 2-Benzisoxazole-6-carbonitrile, 3- [2- [1- (phenylmethyl) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 
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145508-59-4 CAPLUS 

1, 2-Benzisoxazole-6-carboxamide, 3- [2- [1- (phenylmethyl ) -4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 



O 




145508-64-1 CAPLUS 

6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 3- [2- [1- [ ( 3 -bromophenyl ) methyl] 
4-piperidinyl]ethyl]-5,7-dihydro- (9CI) (CA INDEX NAME) 



H 




145508-65-2 CAPLUS 

6H-Pyrrolo [3, 2-f] -1, 2-benzisoxazol-6-one, 3- [2- [1- [ ( 4-bromophenyl) methyl] 
4-piperidinyl]ethyl]-5,7-dihydro- (9CI) (CA INDEX NAME) 



H 




145508-66-3 CAPLUS 

6H-Pyrrolo[3, 2-f] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [3- [1- 
(phenylmethyl)-4-piperidinyl] propyl]- {9CI) (CA INDEX NAME) 
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RN 145508-67-4 CAPLUS 

CN Isoxazolo[4, 5-g] quinolin-7 (6H) -one, 5, 8-dihydro-3- [2- [1- (phenylmethyl ) -4- 
piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 




RN 145508-68-5 CAPLUS 

CN 7H-Pyrrolo [2, 3-g] -1, 2-benzisoxazol-7-one, 6, 8-dihydro-3- [2- [ 1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-69-6 CAPLUS 

CN 6H-Pyrrolo [2, 3-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 
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Ph-CH2 




RN 145508-70-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - {9CI) (CA 
INDEX NAME) 




RN 145508-71-0 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methyl-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-72-1 CAPLUS 

CN 1, 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [ 1- (phenylmethyl )- 4- 
piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




CH2- Ph 



RN 145508-73-2 CAPLUS 
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CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-74-3 CAPLUS 

CN Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol 
6-yl]- {9CI) (CA INDEX NAME) 




RN 145508-75-4 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-76-5 CAPLUS 

CN Benzamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl ] -1, 2-benzisoxazol 
6-yl]- (9CI) (CA INDEX NAME) 




RN 145508-77-6 CAPLUS 

CN Benzenesulf onamide, N- [ 3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-6-yl] - (9CI) (CA INDEX NAME) 
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RN 145508-78-7 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-80-1 CAPLUS 

CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - (9CI) 
(CA INDEX NAME) 




RN 145508-82-3 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] - 
(9CI) (CA INDEX NAME) 




RN 145508-83-4 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ [1- (phenylmethyl ) -4-piperidinyl ] methoxy] - (9CI) (CA 
INDEX NAME) 
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RN 145508-84-5 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ 3- [ 1- (phenylmethyl ) -4-piperidinyl] propyl] - (SCI) 
(CA INDEX NAME) 




RN 145508-85-6 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl) -4-piperidinyl] ethenyl] - 
(9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 145508-87-8 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-ben2isoxazol-6-one, 5, 7-dihydro-7-methyl-3- [ 2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 




RN 145508-88-9 CAPLUS 

CN 6H-Pyrrolo [3, 2-f] -1, 2-benzisoxa2ol-6-one, 7-ethyl-5, 7-dihydro-3- [ 2- [ 1- 
(phenylmethyl) -4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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RN 145815-88-9 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(2Z)-2-butenedioate . (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-70-9 
CMF C21 H24 N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
ODES 2 : Z 

Double bond geometry as shown. 




C02H 



RN 145815-89-0 CAPLUS 

CN 1, 2-Benzisoxa2ole, 5-methyl-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-71-0 
CMF C22 H26 N2 O 
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N 



Me 




CH2- CH2 




CH2- Ph 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:2 

Double bond geometry as shown. 



RN 145815-90-3 CAPLUS 

CN If 2-Benzisoxazole, 5, 6-dimethyl-3- [2- [1- (phenylmethyl ) -4- 

piperidinyl] ethyl]-, (2Z) -2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-72-1 
CMF C23 H28 N2 O 



Me O. 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 



RN 145815-91-4 CAPLUS 

CN 1, 2-Benzisoxazole, 5-methoxy-3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 

(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 
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CM 



1 



CRN 
CMF 



145508-73-2 
C22 H26 N2 02 




N 



MeO 




CH2-CH2 




CH2~Ph 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 



RN 145815-93-6 CAPLUS 

CN 1, 2-Benzisoxazole, 7-methoxy-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2E)-2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145815-92-5 
CMF C22 H2 6 N2 02 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 




C02H 



OMe 
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H02C ^^^^ 

RN 145815-94-7 CAPLUS 

CN Acetamide, N- [3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
6-yl]-, (2E) -2-butenedioate (2:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-74-3 
CMF C23 H27 N3 02 




CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double. bond geometry as shown. 

^C02H 
HO2C ^^^^^^ 

RN 145815-95-8 CAPLUS 

CN 1, 2-Benzisoxazol-6-amine, 3- [2- [1- (phenylmethyl) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-75-4 
CMF C21 H25 N3 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2 * Z 
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Double bond geometry as shown. 




CO2H 



RN 145815-96-9 CAPLUS 

CN Benzamide, N- [3- [2- [ 1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2-benzisoxazol- 
6-yl]-, (2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-76-5 
CMF C28 H29 N3 02 



O 

II 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:2 

Double bond geometry as shovm. 



HO2C 




CO2H 



RN 145815-97-0 CAPLUS 

CN Benzenesulfonamide, N- [3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] -1, 2- 
benzisoxazol-e-yl] (2E ) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-77-6 
CMF C27 H29 N3 03 S 
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O 



Ph— S— NH 




O, 



II 



N 



O 





CH2-CH2 



CH2- Ph 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 



RN 145815-98-1 CAPLUS 

CN 6H-Pyrrolo [3, 2-f ] -1, 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [ 1- 

(phenylmethyl) -4-piperidinyl] ethyl] (2Z ) -2-butenedioate (1:1) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-78-7 
CMF C2 3 H25 N3 02 



Ph- CH2 



CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




E 




H 

N. 



O 




CO2H 



RN 145816-00-8 CAPLUS 
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CN 1, 2-Benzisothiazole, 3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
{2Z) -2-butenedioate (1:1) {9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-80-1 
CMF C21 H24 N2 S 




CM 2 

. CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 




C02H 



RN 145816-02-0 CAPLUS 

CN 1, 2-Benzisoxazole, 6-bromo-3- [2- [1- (phenylmethyl ) -4-piperidinyl] ethyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-82-3 
CMF C21 H23 Br N2 O 




CM 2 

CRN 110-16-7 
CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 
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HO2C 




CO2H 



RN 145816-03-1 CAPLUS 

CN 1, 2-Benzisoxa2ole, 3- [ [1- (phenylmethyl ) -4-piperidinyl] methoxy] 
(2E) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-83-4 
CMF C2 0 H22 N2 02 



CM 2 

CRN 110-17-8 
CMF C4 H4 04 
CDES 2:E 

Double bond geometry as shown. 
CO2H 



RN 145816-04-2 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [3- [1- (phenylmethyl) -4-piperidinyl] propyl] 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-84-5 
CMF C22 H26 N2 O 






CH2- Ph 



CM 



2 



CRN 



110-16-7 
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CMF C4 H4 04 
CDES 2:Z 

Double bond geometry as shown. 



HO2C 




CO2H 



RN 145816-05-3 CAPLUS 

CN 1, 2-Benzisoxazole, 3- [ (IE) -2- [1- (phenylmethyl ) -4-piperidinyl] ethenyl] - 
(2Z) -2-butenedioate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 145508-85-6 

CMF C21 H22 N2 O 

CDES 2:E 

Double bond geometry as shown. 




Ph 



CM 2 

CRN 110-16-7 

CMF C4 H4 04 

CDES 2:Z 

Double bond geometry as shown. 




CO2H 



RN 145816-07-5 CAPLUS 

CN 6H-Pyrrolo[3, 2-f ] -1, 2-benzisoxa2ol-6-one, 5, 7-dihydro-7-methyl-3- [2- [1 
(phenylmethyl) -4-piperidinyl] ethyl] monomethanesulf onate (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-87-8 
CMF C24 H27 N3 02 
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CM 2 

CRN 75-75-2 
CMF C H4 03 S 



O 



HO- S— CH3 
O 



RN 145816-08-6 CAPLUS 

CN 6H-Pyrrolo[3, 2-f ] -1, 2-ben2isoxazol-6-one, 7-ethyl-5, 7-dihydro-3- [2- [1- 
(phenylmethyl) -4-piperidinyl] ethyl] monomethanesulf onate (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 145508-88-9 
CMF C25 H29 N3 02 



Et 



.N O 




CH2-CH2- 



,N, 



Ph- CH2 



CM 2 

CRN 75-75-2 
CMF C H4 03 S 



II 

HO- S- CH3 

II 

O 
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ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 



1999 : 72594 USPATFULL 

Processes and intermediates for preparing 5, 
7-dihydro-3- [2- ( l-ben2ylpiperidin-4-yl ) ethyl-] 6H- 
pyrrolo-[4, 5-F]-l, 2-benzisoxazol-6-one 
Devries, Keith M. , Chester, CT, United States 
Villalobos, Anabella, Niantic, CT, United States 
Pfizer Inc., NY, NY, United States (U.S. corporation) 



NUMBER 



DATE 



PATENT INFORMATION: 



APPLICATION INFO. 



U S 591690^ 

US 1997-836114 
WO 1995-IB755 



19990629 
19960509 
19970416 
19950913 
19970416 
19970416 



(8) 

PCT 371 date 
PCT 102 (e) date 



Chang, Ceila 

Richardson, Peter C. 

B. 

21 

1 

435 



Ginsburg, Paul H.; Ling, Lorraine 



DOCUMENT TYPE: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to a process for preparing the compound having 

the formula ##STR1## which comprises i) heating the compound of formula 
##STR2## wherein R.sup.3 is R.sup.4 or benzyl and R.sup.4 is R.sup.5 
C(.dbd.O), R.sup.S C(.dbd.p) or R.sup.5 SO. sub. 2 wherein R.sup.5 is 
(C.sub.l -C. sub. 6) alkyl or (C.sub.6 -C . sub . 10 ) aryl (C. sub . 1 
-C. sub. 6) alkyl; 

at an elevated temperature in the presence of a base with the proviso 
that when R.sup,3 in the resultant product is R.sup.4 said product is 
ii) further treated with an aqueous mineral acid at an elevated 
temperature followed by iii) treatment of the product of ii) with a) a 
benzylating agent in the presence of a base or b) benzaldohyde in the 
presence of a reducing agent and an acid. 



CAS INDEXING IS AVAIIABLE FOR THIS PATENT. 
IT 145508-78-7P 

(prepn. of a dihydro [ (benzylpiperidinyl ) ethyl] pyrrolobenzisoxazolone ) 
RN 145508-78-7 USPATFULL 

CN 6H-Pyrrolp [3, 2-f ] -1 , 2-benzisoxazol-6-one, 5, 7-dihydro-3- [2- [1- 
(phenylmethyl)-4-piperidinyl] ethyl]- (9CI) (CA INDEX NAME) 
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substance identification. Title keywords, authors, patent 
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now searchable from 1907-1966. TIFF images of CA abstracts 
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all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 
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COPYRIGHT (C) 2001 American Chemical Society (ACS) 



STRUCTURE FILE UPDATES: 
DICTIONARY FILE UPDATES: 



19 MAR 2001 
19 MAR 2001 



HIGHEST RN 328055-05-6 
HIGHEST RN 328055-05-6 



TSCA INFORMATION NOW CURRENT THROUGH July 8, 2000 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 



Structure search limits have been increased, 
for details. 



See HELP SLIMIT 
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292 SEA FILE=REGISTRY ABB=ON 
24 SEA FILE=REGISTRY ABB=ON 
14 SEA FILE=REGISTRY ABB=ON 
523 SEA FILE=REGISTRY ABB=ON 
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L172 AND NC5/ES@> ^K) 3^ ^'^TT 

L173 AND C6/ES® c^r\^ y^^^ ^ ^A4^ 

"C23 H25 N3 02VMF^^(^^j^ ' ^'"^ 

L174 AND L175 -^rmwV- 

L176 AND ONE (IW) 5 



L177 ANSWER 1 OF 2 REGISTRY COPYRIGHT 2001 ACS 
RN 145508-78-7 REGISTRY 

CN 6H-Pyrrolo[3, 2-f ] -1 , 2-benzisoxazol-6-one, 5 , 7-dihydro-3- [2- [l" 
(phenylInethyl) -4-piperidinyl] ethyl] - (9CI) (CA INDEX NAME) 
OTHER NAMES: 
CN CP 118954 
CN Icopezil 
FS 3D CONCORD 
MF C23 H25 N3 02 
CI COM 
SR CA 

LC STN Files: CA, CAPLUS, CASREACT, DDFU, DRUGNL, DRUGPAT, DRUGU, 
DRUGUPDATES, IPA, SYNTHLINE, TOXLIT, USAN, USPATFULL 
Other Sources: WHO 




13 REFERENCES IN FILE CA (1967 TO DATE) 

13 REFERENCES IN FILE CAPLUS (1967 TO DATE) 
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{phenylmethyl)-4-piperidinyl]ethyl]- (9CI) (CA INDEX NAME) 
FS 3D CONCORD 
MF 023 H25 N3 02 

SR CA 

LC STN Files: CA, CAPLUS, TOXLIT, USPATFULL 



Ph- CH2 




5 REFERENCES IN FILE CA (1967 TO DATE) 

5 REFERENCES IN FILE CAPLUS (1967 TO DATE) 
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FILE COVERS 1967 - 20 Mar 2001 VOL 134 ISS 13 
FILE LAST UPDATED: 19 Mar 2001 (20010319/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

Now you can extend your author, patent assignee, patent information, 
and title searches back to 1907. The records from 1907-1966 now have 
this searchable data in CAOLD. You now have electronic access to all 
of CA: 1907 to 1966 in CAOLD and 1967 to the present in CAPLUS on STN 

The CA Lexicon is now available in the Controlled Term (/CT) field. 
Enter HELP LEXICON for full details. 

Attention, the CA Lexicon is the copyrighted intellectual property of 

the American Chemical Society and is provided to assist you in 

searching databases on STN. Any dissemination, distribution, copying 
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or storing of this information, without the prior written consent of 
CAS, is strictly prohibited. 
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AND 
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SEA 


FILE=REGISTRY 
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L173 


AND 


C6/ES 


L175 


523 


SEA 


FILE=REGISTRY 


ABB=ON 


"023 


H25 


N3 02 "/MF 


L176 
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FILE=REGISTRY 


ABB=ON 


L174 


AND 


L175 
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=> s 1178 not (1168 or 1 2 4^^__^^^^^j>^ 
LI 8 3 0 L178 NOT (LI 68 OR L24) 

^ => d scan ti 1178 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS t^l ll 

TI Radiotracers for in vivo study of acetylcholinesterase and Alzheimer *s 
disease 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) : 13 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS LH I 7 

TI A pharmaceutical composition for the prevention and treatment of diseases 
of cognitive dysfunction in a mammal 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS U7/ ^ // 

TI Automated docking of 82 N-benzylpiperidine derivatives to mouse 

acetylcholinesterase and comparative molecular field analysis with 

"natural" alignment 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS L (H a/vxAM>€^x ^ / 
TI Preparation of benzisoxazoles and benzisothiazoles as cholinesterase 
inhibitors 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS UH I "^ 3^ 

TI Methods of using piperidyl-benzisoxazole and benzisothiazole derivatives 
as cholinesterase inhibitors 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS ^/ 7 ) /& 

TI 5, 7-Dihydro-3- [2- [ 1- (phenylmethyl) -4-piperidinyl] ethyl] -6H-pyrrolo [3, 2-f ] - 
1, 2-benzisoxazol-6-one: A Potent and Centrally-Selective Inhibitor of 
Acetylcholinesterase 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS ' Lll / ^ 5" 

TI Treatment of age-related behavioral disorders of pets with acetylcholine 

esterase inhibitors, and pharmaceutical compositions containing 

piperidines for the treatment' 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS 

TI Validation of protein-based alignment in 3D quantitative Ul 7 J ^ 
structure-activity relationships with CoMFA models 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS ^/7/ 
TI Combination of a GABAA. alpha . 5 inverse agonist and an acetylcholinesterase 
inhibitor for treatment of neurodegenerative diseases 
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TI Combination of tetrahydropyridins and acetylcholinesterase inhibiting 
agents for treating senile dementia such as Alzheimer 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS Ljl } ^(S 

TI Effect of drug particle size on content uniformity of low-dose solid 
dosage forms 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS L- tl I ^/^ 

TI Processes and intermediates for preparing 5, 7-dihydro-3- [2- { 1- 

benzylpiperidin-4-yl) ethyl] -6H-pyrrolo [4, 5-f ] -1, 2-benzisoxazol-6-one 

L178 13 ANSWERS CAPLUS COPYRIGHT 2001 ACS Ull I ^ 9^ 

TI Heterocyclic-cyclic amine derivatives, [ (l-benzyl-4- 
piperidinyl ) alkyl] benzisoxazoles and heteroaryl analogs, a method for 
their preparation and their use as cholinesterase inhibitors 

ALL ANSWERS HAVE BEEN SCANNED 
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